TH 57 50 89 BT A ME 5 B

B = ¥ B
PCT I 1 ST RSN T AR & v 7 E RS HE
(51) EREFIEHET an EERAREEZS W000/43366
C07D 215/22, 239/96, 401/12, 403/12, Al
A61P 35/00, A61K 31/47,31/4725, 7
31/496, 31/517, 31/5355 (43) EERABE A 20004E7 A 27 H (27.07.00)
21 [EEEHREE S PCT/IP00/00255 | (74) REA

(22) EERHEH
(30) BAEMET —F

200041 A 20 H(20.01.00)

4&FEYE11/14858 199941 522 H(22.01.99) p
FrRE11/26691 199942 A 3 A (03.02.99) Jp
HFREYIE11/142493 199945 21 H(21.05.99) Jp
$rFEIE11/253624 199959 A 7 H (07.09.99) Jp

G HEA CKEZERL 3 XTOHEERIIC2V]T)

JEtE R E AR A+ (KIRIN BEER KABUSHIKI KAISHA)[JP/JP]
T 104-8288 F AN HREHN T B10%F1 5 Tokyo, (JP)
(72) BYE ; BLOC

(75) FWE HBEA CREC-HOWTOR)
IAMEFIA(KUBO, Kazuo)[JP/JP]

T370-0852 RS R TT /B HT4-17-9

% U VAEF2075E Gumma, (JP)
JRIFHE R (FUIIWARA, Yasunari)[JP/JP]

T370-1202 FfE R &I E K ET 12-210 Gumma, (JP)
HEIT 22 (ISOE, Toshiyuki)[JP/TP]

T370-1206 TR B &5 %1 HET330-28 Gumma, (JP)

e —HE, ZH(SATO, Kazuo et al )
T 100-0005 REAMTRERAOAZT B2E3IE
B e3235 W rERE%EDT Tokyo, (JP)

1) FBEeHE AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY,
CA, CH, CN, CR, CU, CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE,
GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC,
LK,LR,LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, NO,
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ,
UA, UG, US, UZ, VN, YU, ZA, ZW, BJHHERF (AT, BE, CH, CY,
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE), OAP!
3% (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN,
TD, TG), ARIPOFFET (GH, GM, KE, LS, MW, SD, SL, SZ, TZ,
UG, ZW), =— 7 7 H3F (AM, AZ, BY, KG, KZ, MD, RU, TJ,
T™)

AT AR ER
EEREREE

(54)Title:

GHFBADETHR X/ VU FEEBLIOX T Vo FHEE

R6
R5
Rt O
R R7
s
R3 g

(57) Abstract

QUINOLINE DERIVATIVES AND QUINAZOLINE DERIVATIVES
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Compounds having an antitumor activity and causing no morphological change in cells. Compounds of general formula (I),
pharmaceutically acceptable salts of them and solvates thereof, and medicinal compositions containing the same. In formula (1), X and Z
represent each CH or N; R'™ represent each H, optionally substituted alkoxy, etc.; R* represents H; R>*® represent each H, halogeno, aikyl,
alkoxy, alkylthio, nitro or amino, provided that all of R*® do not represent H simultaneously; R® and R'° represent each H, alkyl or

alkylcarbonyl; and R!" represents alkyl, alkenyl, alkynyl or aralkyl.




(57) R

ARAIFEEBFEERF LN DHEEEELZE I ERWMEEY DR %27
DEMETS, R (1) DIEEMBIUVFOEE LHBINIER L UOEEY
WK Z Db & 2 S OEZRERY MR EN S,

R6 RS Ri0
I |

5
R N\W/N\R11
| o)
R1T O R8
R R7
X
R3 N (n

(XBEUZIZCHERLRNZEL, RYIH, BH7 LI+, EEHT LD
Fo@EHL, REHEEL. RPEH. NOF 2. 7UFL. 7O, 7
VENFA, ZROEERT S/ #RTN. REIRTHERTC L@372<. R
BEORIH. FIFN, TILFVAILRZIVERL, RUETIVFEIL, TIvsr

S, FIFEDNERETSIEILEET)

PCTIZEDSW T AR SN LERHBO 7 1y ME—HICEBRINZPCTNBE 2 RET H/-DIER SN D 72— FEEHER)

AE TIo7EREER DM F3i= KZ #»¥ovxgr RU ni7

AG TUoTATT »R—=T—F DZ Tnv=xYT LC rhnav7m SD A—Fu

AL Tass=7 EE xTX}=7 LI YtbeFrvayagyr SE RUxz—F.
AM TARA=F ES A~y LK RY -F» 5G rHFE-A
AT #HA-—-2pUT7T FI 74v3vK LR Y~YU7T SI Z2aYx=7%
AU F—=RX+ZVU7 FR 752X LS LYk SK Audy%7
AZ TEANRLDr GA HRv LT Yb+7=7T SL ¥x5.LFx
BA RX=F + ~AVzAE} GB =H LU woyEr7ny SN ExHNL

BB /SASKEZR GD Zuvir¥ LV Zh947 SZ R9UTIEK
BE S/ GE Z7NWo7F MA Fnw=z TD Fx—F

BF ZAXJF . T7Y GH #W—7 MC ®) = TG br—d—

BG 7nwHVT GM HoeTr MD EAMFT7 T] V%R
BJ <#r GN ¥=7 MG < FHARAAN TM hATRAZRF
BR 735U CR #FYi MK =¥ PF=Flla -"R55 47 TR b=

BY ~R5—is GW ¥=7 « v'¥4 FeinE TT FUV=Fy k. b
CA + & HR 7wu757 ML =} TZ #y¥=

CF $R7T7U% HU ~yHY— MN ®r=L UA U234

CG =my=H— ID A FXYT MR ®—=)¥#=7 uG vHhr#

CH AARA 1E 7AMTVR MW =54 uUs kME

Cl a—bIRT7T— IL ARXR5x) MX A*i= UZ UXRXREL
CM I AN— IN A4 F MZ E¥re—7 VN Y= b3

CN 18 7A4ATFF NE =¥Yx—n YU —ad—R5 947
CR =RAF -V 1T A%J7F NL #A7»% ZA BT 7Y miiE
CU Fao—sx JP 8%k NO /—nT=— ZW Prsdx

CY F7Fox KE #»=7 NZ =Z=a—P—35v kK

CZ F=zv=z KG HFnN¥xg PL XR—F K

DE KA KP dcgifs PT HubHrn

DK Fyv<=—72 KR &&H RO HN—==7F




PCT/JP00/00255

WO 00/43366
8 i F
FUCEEEBIUFIV ) SEEE
HBPEDER
FEBR D57 BF

FERL.FUEBYREFTEIF U DFEEERBLOEF VY D EmEKIzBE L.
BICEMICIL. R, BERBEEEE. BB YTF. B TrOo—LA%
BIREELIE. VR ANEFORBOBBRICEDRF /U SHEEEBLINEF Y
CEBEAKICET S,

=B %r 4!

WOS97./7173298RNMICIE. MBEDREEETSE /Y EEEAERLIY
FFRVUCEEENREINTNS. LML . WO9T7./17329ENEITIE.
EFRPAICIDIEEMEDEAAD T &, HEFESEADREIIETIN T
W,

FHEOHE

EFAFESIE, F /U CEERBIOF TV DHEERO BN, HEESE
ZHTDDHEST . HABENOEENNS NI L2 BNHLE., MBEFED
EXREERIESEETREAELEA SN S,

AFEPIL, FIUEBEEZE L DMK EANDZEEN NI WSS s 2
DEHMET S,

EREACLBLEDE. TR (1) OE. EHIZENSDES LrEX
N3EH L IFBZHEIPTH B,



WO 00/43366 PCT/JP00/00255

-2 -
R6 R9 R0
RS No N
RN
o)
RT O R8
R7
R \)f
R3 N ()
R4
(L&,

XBXUVZE, ThETh, CHEALRNZEL,

R'. R, BIURWE, E—FRIFERL>TWTHEL, KEEF, CuT I
FIVE, CuTIaFHE, CuTIVTZivE, CuT7IIFEIVE, ok, =
TAET I EZEZERL. TOCWTIVFEIVE, CuTIVaF I, CuTVr=ILE
BEUOCLTINFoNRED, NOF BT, KERE, C.7haFH&H, CL.T7I
IFANKRIINE TI/E(COTI/)ED] ERE20KEBHEFIZ. 70
TN, CuT7NFNE (COCWTNFNRIGKBREEZIZC.TIIFIOHIZEK
DEBEINTHWTHEN) ITEXDBRINTHLTHEWN), ER?R"N-C (=
0) —O0— (R"BXURYE, E—FREFERLR>TWTHEL, KEEFEIZ
CuTWFINE (ZOTINFNERBKBEZZIECTIIFIHEICLVBERS
NTHTH L) £FRT), FLEFER"- (S) m— (RME. CuT7IFILHE
CROBREN T TOINEMELIITENO 3~ 7 BERZERE T/ IIEE
RAEZERL. miZ0FELZR12ET) CkoBREZNTHTDHELL,

R, KREFEHRFEEL.

R’ R R'BXORYE, Fl—FZEFEL>THWTHEL., KEEF. NO¥F
CEF. CuTINFNE, CuT7NaAFIH CuTINFENTFAE, o, =
27/ EEXRL, EL. R. RY R'BEAURBRTHWKEZERFZEETZ &I
75 < s

R'BEIVR"I. FI—FZIFERZ>TWTHEL., KEFEF, CuTILFILE,
KW CLWTIFINANEZIINEEZERL, CuTIVFILEEAZEFCLTIFILHIL
RONVEDTINFIVERSMZ, NOF 2 REF, Cu7lafsi#H, 7I /8 (73



WO 00/43366 PCT/JP00/00255

-3-
JERCLTIINOF LRI DBHREIN T THEWCLTILFINEIC LD B

SNTNTHERY)  ELBAME /I FREND3I~7 BREERE T I1E xS
AEICLDEREZN T THLL,

RME., CuTIFIE, CuT VT ZIVE, CuTIFIE (CLTFILFIL
H., CouT T ZNEBIUOCuT NFoNEIZ., FRTN, Ny EFE-
BCLTINIAFLEITKVBRINTHTHL N, FAIER*~ (CHY n— (n
FO0~4D0BHEERL., RUIBHELIITEINO3I~7 BREEE /118
FRAEZZERDOL. CoRFRREBLCEZEREZINOFY VEF. CuLT Il
FNEEZEBCHTINaF AicknBHRINTHTHLL., £/-. MMoOBfE
ZIEAREMD3~7 BREBFRELIIERREFBELEZEBETH-> TH L) %
=) '

FRAICKLEWIZ. BE. ERFEEEE. SHEsY Y ~F, B, 7
TO—LEEREE. ARHE. BREEOBREICEATH 5.

FEAO B RRIE8H

L&Y

FEAMEICSNT, BFLFHO—EELTD ICuTIFIL) B TC.
THNAFT) EWSEE, EVEEEIEOEEORZL1~6. FELT1
~4, OFNFNEBLUTIINaF HE2ZT%T 2,

FHRMECBNT, BELEFEO—BELTO [CuT T =)b) BLY T1C,
STIWFZI) EVWSEER, EPEEE IO ORER2~6. IFELCIT
2~4. DINTZNEBIUVTINFoIILEEBERT S,

Cu7IVFILDFELTIE. AFI)V, TF), n - 7O, 17O,

n-7Fl i =TF). s -TFI, t -TFI). n-_>FI. n-~F
IMBT SN 5,
Cou7VAFOHEELTI. AbF, ThF. n-7oORFy, | —F

BARF. n-ThF2 i —ThFL s -ThFi, t—TRFINETS
N5,

CuZNTZIOFELTIE, TUNE, TFoIVE, ROFDIVE, AF+
ZIENEToND,



WO 00/43366 PCT/JP00/00255

-4 -

Cos 7INFIDOHLLTIE. 2-TOC)VE, TFIE. ROFoILE,
NFIDIENEITFSNDB,

NOTFZRFER VoBRT. EFEF. R2ET, FARavEET+»S
Sy R

BRI K 7IETEEFD 3~ 7T BRBBE S IIEERL. FFLE. 5~78.
BIHFRL <L 5FXIB68. OBEMI/RTMNORERE/~IIERETH
5 ENTESD,

FARIE IR AR D 3 ~ 7 BRFERAELOHIE L TIZ, 7o ZIVE, oo
TFIVE., >OOAFINE, LroRSFIIEREITSNS,

IR /ZIIFEAFID 3 ~7 BEZERIT. BEEF. 2XEET. BLUBEET
PESRNSNDZEBREFEMEAULED., 2T, REETFLL. BEET, =
RET, BRUOMERTEERT D, BEMEZIITHENO3~7 BERERED
PIELTIE. EUDILE, ERUZHE URSUH, EIRY K, 434
VUNE, RUTVUNE, FRSYVUNE FFESYLE. FFYJLE.
EouUIzILE, ESVUNERSIFS NS,

RUBXUR"NERT Z ENH DM E- I TREMOEEBRE IO =7
ETEMOERREIME L TZRBERRL T TOEL,. ToELEEBRRL
LT FOFIE AT ZVE FUNE FFU D ERTF o N5,

RYUE, FELIE. KEFETZET,

REBEURME. FELIE, BHRENRTHTHENCLT W IF L BEET,

R RIBIURDNRTIENTED Cu7IIFINE, CuTITF I, C
TWTZINEBIUCLTIINFI)LEIZ, £RY— (S) m—izknERaINT
WTH KU,

R'NWET I ENTEIRFRAEBLIVEZEARIT. FF UL, afmE
RREAEMDS T3 6 BRFRIANATAIIEEEREE2E T, pEEtEL
KOFEL<IE, 7z EE2ERT, EEEAEE, I0FFELAE. 1~4F
DERRTFZEVEMELIIRENO S5 BEFEREL, 2230WEEEETFRLY
BMERTPOSBEREIND 1~ 2EORBETE2SOHME - IIREFID 6 BESE
RAE FEL<IR BUP) 287, c SRR MR T 2 BEETR.



WO 00/43366 PCT/JP00/00255

- 5.
LOEHNZIE. 1E0ZREFREINIEOBERTTHEN. 5501 =
R 2BEOEREFTHDENTE S,

mAODEE— (S) m—IidBeERT,

R, RIBEUVRNET I ENTERZBEBHREINACLTIOFIHIZ. FEL
<i&, #ZR"— (CH) p—0O— (RMI. NO¥FUEF. KEEHE. C.7Iax
SE. CLTNIAFIANRINE, FIJE (COFI/)EDL E-1L2 DK
RETE., TNTN. CuT7IIFNE (ZOCLTINFIINBEITKBEREEIZC.T
WAFZELTIDBREN T THEN) ICEDBBRINTVWTHEN), ER"
RUN—-C (=0) —O— (R"SXUR"EIR (1) TEHIN-HAERET
HD). ELEFER"— (S) m— (RYIER (1) TEHEINEHNELFETH
%) KL, pld1~6. FELLiIFZ1~4., LoFFLIT1EH-IT2. iz
1. DEERERT) 2&K7T,

I (1) DILEMDIFELWEEE LTI,

R2VKRETZEZRL., RIBEURMIEBHCL.TINIFIH GFELITA
FEED) 2XRTILEY.

R'VWKERETZERL. RIBHINACLTINIFIH WFELITHER—
(CH)) p—O—-) ZRL. RMWHEBHRC.TINIFIH UFELIIARF
ED ERITLEY.

R'PWKEHRFEZFEL. R%f#t’é‘;}ﬁécl.i’)lxj#v% FELIFAMFRE)
ZRL, RMPEBHRENZCLTIVIFIH WFELIFHER"— (CH) p—0
—) =XT{LEY.

MEITEND,

RN (1) OILEMOIFELNEREE LTI,

R’ R*, R'BIUR'DDRED 1 D2ANOFVETF GFE LT, HEE
FEZET v ERF) 2RTILED.

R', R R'BEURDHEL ES 1 DNCLT IELEEZT(LE.

R, R, R'BIUR'DIB2ONAFI)NEEEL, BOD2 OW/KERTE

KILEY.
R’ R, R'BIUR'DA<Eb 1D ok, I /#, C.7aF



WO 00/43366 PCT/JP00/00255

-6 -
TE R CWTIVFINTFLRERT(LEY.
R\ R'BXURDPAZERTFZEEL. ROUNOFVEF (FIFELIiEE
RTFRZRT7 vRET) 2ETLEY.
RIBEURVBC.TINFINE (BEXFELEAFIE 2FL. R'BLY

R'VKFREFZERTILED.

RBIURIKFERFERL, REBEIUVRDICLTIVFILE (FIZFEELL
FAFIVE) =FRTILEY.

R, R'BEURMWKERFZEL. ROBCLTIFIE., CLTIIFLH,
CuT7NFINTAE, o, FH2RT7I /EE2EZT(ESY.

MET 5N B,

R'BEUR"IBNWT, BHREE L TORMELIIREMOD 3~ 7 BREER
EFXCEERRAEL, FELIE. SBNELIIFRENDS /-3 6 BxEEt
HEELIIERRAEERT,

R'BEUR"E. FELLIE. KEEF. XFIE. TFILE. FOEILE,
ABFAFNE, RIVIINVE, TEFIVE XCDNE, EHEToFFIE
ZRT .

X (1) DILEWDOIFELWEEE L TR

R'. R'TBEXUR"DWAERFEETILEW. BLD

RAFERETFTEERL., REBEIUR " OWETHN £/ I3M A MK EREFLN O
=RIILEW
NETFSNB,

R'PBET I ENTESZER"- (CH) n—ikBWT, nidFEL<iZo~
2O B FELLE, 03 1%2%7. ROFFLWVWAELTIL. &
BENTHTOHIWEME/ZIITHEINO 6 BRFERLE FIHFELE. 7
ZIE) BIUBHREINTOLTOINMAMEAIRIREINO 6 BEEEAL (FiC
FFELSE EUDLE) BT ons, 6 BEEENEEHERT 2 REEFII.
LD EENICIE. 1BORERTFNSKHEN,. 30IE1IEORERETFE 1B

BERTENORDIENTES,
N () DILEHOIFELWEEL TR, XANEAIZCHEEL., Z2NCH



WO 00/43366 PCT/JP00/00255

-7 -
=RITLEYNEIT NS,
N (1) DMEEMOHFELNEELTIE. i, & (I a) ODESwnsTFs
hs,

R24 R27 R28

| |
23
O
@) R26
21 R25
=X

) (la)

R

R2 N

(k.

Xk, CHE/IENEXRL,

RY*BXURME, F—FLEE LB >TWTHEL, EBBRCLTIINIFIHE
ZIRER"- (CH) p—0O- (R, NOF2EF, Kk, C.7Iax
. CuTZNAFANRZNE, 7I/H8 (ZOT7I/7EDQ1 722 0KE
FRFiE, Tnen, Cu7ILENE (ZOCWTIVFIINEITKEBEREFFIZIC.TI
AFRLEIDBEHRENTNOTHEW) ICTEDB 2N THTHLN), £R"R
"N—C (=0) —O0— (R"BXURYL. A—FFEL2->TWTbL<L., K
FRTFELBCTNFNE (ZOFINFINEIIKBEREERIZCLTINaF K
WEKDEBEBREINTNTHILN) %ET)\ FWEER"- (S) m— (RY&. C.
TINFINECIOBREN T THINBEME/IITEHO 3~ 7 BiEER
REELBEFRAEZRL. miZ0FAIZ21%2F7) 2L, pldl~ 608K
=&RY) &L,

R®, R*., R*BIUR"I. F—FLiBEL->TWTHEL, KEEF. NO
TUEREF. CuTINFILE, CuFNaFIE, Cu7IIFILFA4E. = ko,
FZETI/EZEZERL, BEL. RY, R, R*BIUR B THKZEETFEET
Eidin <,

RVBIUVRMI, FI—FZFE B> T THEL, KEEF, CuTIFILE,
KB CWTIFINANTZNVEERL., CuPZIIVFNEEFIZCTIVEI NI
RZNEDOTINFIINEHZ, NaF U ETF. Cu7IaF 8, FI £ (73



WO 00/43366 PCT/JP00/00255

-8 -
JEBCLTIINAF LRIV BREIN TR THINC LTI NEICL D ES

ENTVTHRW) . ELFEMELIITHEOD 3 ~7 EREERL T~ iE=s
RFICIVEBRENTHTHELL,

R%IZ. CuTIVFIVE, CuTZ Il ZIE, CuTF I FILE (CLT LI
. CouT VTN BEBIUCLTIINFDINER, ZhFh. \OF L EFE-
BCLTIINAF I RICLVDEBERINTHRTHEN) F/2I1ER"— (CH) q-— (q
L0 ~4DEHEZXRL. RUIEMEAIETHEINDO6 BREERL T IIEEE
REZHRL, CORBRAEBLICEZFERZEZINOY VEF. CuT7ILFILE
LB CLWTINIFHEITIDBBRINTHWTDHELS., £/~. oM E~ IR
BAFID S £/2i3 6 BRFEBELIEZEREGEL 2B THI-THEN) &2
9)

R*BEURME, WINDHIBHC TN IFIH WFELITARFLHE)
ERTENTES,

R'BIUR™E, WINN—AIHEBRCLTIIF I WFELITARF
PE) ERLU. WASER - (CH) p—O0—%2ETENTE S,

HER'"— (CH) p—O—-iZBNWT, pldfFEL<<id 1 ~4, I0FELLIZ
1&EZEF2, FITFRLIZL., 2&7,

R ([ a) DILEMOIFELWEEE LTI,

R*, R¥, R”ia‘&ZﬁR“@’)‘?‘&<<‘:%137)\“/\[:37“‘/%? FELLIZ. H53*E
RFEZEBT7 vRET) 2RIT1LEY.

R¥, R* R*BIUR*DAL7< 6 1 DMNCLTIVFIEEETILEY.

R”. R*. R*BEUR*DIE2DNAFINEEERL., DD 2 ONKEETF
=RIILEY.

R®, R*, R*BIUR*DAa< b 1o ok, 73 /%, Cu7Ia
FE, KB CLTIVFILTAEERTLEY.

R? RU*BXURMWKFRTFZEL. R*ANOF VEF (FIZEELITE
FEFERIZT7 vRET) 2ETLEY.

RPBEIUVR*DICLTIVFINE (BIFELIZAFIE) 2EL. R*BL
UR*DWKREFEERTILEY.



WO 00/43366 PCT/JP00/00255

-90.
R*BIUVR*MAFBETFEEL. RUBEIURNCLTILF)LEE (Fiz 47

ULSIEXAFIE) 2F2TLED.

R?, R*BEIUR*DPKFZREFZEEL. R*NWCLTIFIE, CL.7ITF
., CuT7NFINFFE, ZboH, AT/ EE2ET(LEY.

NET 5N,

A (I a) DILEBYOFELNEELTIE. RVBLXUR*(AZEEFEETI
BT N3S,

R (Ia) ODILEVOIFELVEELTIE. £/, RIBIUR*OVTNNME
R G PKRRFLUNOEZEZTILEYNHE TSN 3,

RYPERTTENTEDR”— (CHy) q—IZBNT, qldFELLIZ0~2
DRI, BITHFELLIE, 0FAIF312%FT. RPOFELWHAIEL TiT. &s
SNTNTHEN T2 ZNEBLIVPEBERIN T TH I WA /213 REFID 6
BERRAE (BIZHFELE, BUDIE) % Tons, c AEEETES
WRTLORERTR., LVEFNICIE. 1EOEZREFNSLDIM. HBW0WE1
BEOBRFRRFLIBEOERBRRFENSADIEMNTED, RUNETIEND S
BIFNE 7213 aFI D 6 BkFERNE ST/ I3EEEREIT. FFLIT. o
KL FEEIO 6 BRFRECIIERREHESL-2BETH > TH L.

X (Ia) DILEYMOIFFELWEEL TIE.

XMCHERIEINZEL, |

R'"BEXUR" VB CL.TINIFEHERL.

R?, R*BIURMWKERFEZEL.

R¥*2NOF VIEF. CuTIVFIVE, CL7IaF &, i rotzrs
L.

R"BELURMWKERTEZEL,

R¥2%, CuTZVFILE, CuT VT ZIVE, CuFbFTILE (CuTIbF)L
B, CoTNTZNEBIVPCuTIIVFDIRIT, TH2h, NOo¥y 2 EFE-
WBCLTNIAFREIIEIDBREINTHTHLEY) 43— (CH) ga—R*® (q
BOFELR1IDELEZEREL, RMEINOFVEF. CoPIIFIEFAEICTIL
IFHEITEVBEBREINTHTHOINW T o Z)VE, BUDHE, 37751



WO 00/43366 PCT/JP00/00255

-10 -
HERT) £RTLED.

XMCHERZIINZEEL.

R'BXUORMEBHRC..TIINIFHERL.

R?, R¥BXUR"MWKAERFEEL,

RUBNOTVEF, CuTIFIE, CuTIaFVE, FRI-rOEES
L.

RYBEUVR* OWITNNEZITHEH PABRFUNOREEL,

RP2S, CuTIVFIVE, CuTF IV T ZIVE., CuTILFILE (CLTILFIL
. CoTVWrZVBEEBIUCLTIINF LRI, =T, NOF¥ U EFE-
HCLTZINIAFIEITIVBRINTOTHEW) F£/2d— (CH) a—R* (q
S0 XL IDBEZEL., RMEBNOYVEF. CuT7NFILVEFHIZCLTI
AFHRITIVBER SN T TOHINW T ZIVE, BUDIVE., Fi3FT7F)0
#HERT) 2RITILED.

XMCHEAZIEINZZERL.

R'BIRURMHFHEHLCL.TIINOIF L HEEL,

R”, R*BIUR*MWAZFRFEEL,

R¥*NOT VEF, CuTIFIVE, CuTIaFI#, Eid rokszx
L.

RYWKFHFEEL. |

R*IWIKBIRTFLUINDOEERL.

R¥2%, CiusTIVFIVE, CouT VT ZIVEE, CuTIVFZIVE (CuTIVEN
., CoT VT ZIWEBLUVCLTIVFDINEIZ ThEN, NOF 2 EFEE
WECLTINOFEICLDEBREIN TN THIWN) - (CH)) a—R* (q
O ELEFBIDBEERL., RYMENOY VET. Cu7IFNEEEIEZCLTIV
AFERLIDBREN TV T IW T o ZILE, PUDIVE, ExidFT7F)L
EERT) ERITILED.

XMCHERIEINZEL,

RYBXUROVNTNMA—FOEBHEC . TN IF I HEEERL, MANERY
— (CH) p—O—Z&RL. FELIE. R"2EBRC.TIIFIHEEFEL,



WO 00/43366 PCT/JP00/00255

- 11 -
RZMER"— (CH) p—0—-%%&L.,

R?, R*BIXUOR*MVKEERETZEHEL,

R¥*2NOF VRF. CuTIVFIVE, CuTIVIaFVE, iz rokss
L.

RYBXUR*DIKFEREFEEL.

R¥2, CuTIIFINE, CuTF VT ZIVE, CouTIVFILE (CuTIILFIL
. Cob VT ZINEBIUCLTIINFoILEIR, TNEN, NOF > EFE-
WECLTNIFHIIIDBHREINTHTHLW) F£/21d— (CH) g—R" (q
EOFRLF1IDELZERL., RMENOTVEF. CuTIFIREFIZICLTIL
IFPRICEDEBERESN T TOLINWT o Z)VE, VUIIIVE, FhiEF 770
BZEERT) 2ERITLED.

XWCHZEIEFINEZEL,

R*BEIUR*DONTNN— AN EBRCTILIFIEERL, HHER
— (CH) p—O—%Z&%L. HFELLIE. RN EBHBC.TIIFHEEL.
R*PWHER"— (CH:) p—O—%%L.

RY, R¥BXUR"WKZEEFEHEL.

R¥*MNOTVERF, CuFIVFIIE, CL.TIIIFIE, 3 hofksE
L.

R”:BJ:ZXR“03K/l‘d*'??’m)it&iﬁﬁﬁ”ﬁﬁﬁ?ﬂﬂ@%%ﬁL/‘

R¥2%, CuTIVF)VEE, Coud VT ZIVE, CuTZIIVFZIVE (CuTILFIL
B, CuT VT ZINEBEBIVCuTVFoNEIF, ThEh, NOF U EFES
WBC.TINOFRIZEDERN TN THEW) F/=id— (CH) g—R” (q
O HRZIZ1IDEEZERL, RUENOTVEF. CuZbFINEFEFIEICLTIV
AFELCLIDBHREIN TN T I T ZIVE, Y DIVE, FAE3F7F0
BHEEXRT) =2RTILEY.

XMCHEZIENZEZXRL,

R'*BEIUR*DNWTNA—AAFEBRC TN IFHEEEZL, IFNERY
— (CH) p—O—%Z&RL. FEULIE. RMWEBHRC.TIOFIHEEL,
R¥MER"— (CH) p—O—%%L.



WO 00/43366 PCT/JP00/00255

- 12 -
R?, R*BIUR*AKERFEEL,

R¥2INOT VRF, CuTIFIE, CFNIFIE, FA3-hOoLss
(U

RYMWKkFRFEZEL.

R*WKFRIRTFLUSNDEZRL .

R?A%, CuTIbFIVE, CuT VTV, CuTIlFoNE (CuTILFI
2, CouTN TN EBIUNCLTIIFoNRZ, TNFh. NoF  EFE-
WHCWTINAFEITKIDBER N TN THIN) £k — (CH) a—R* (q
O FEZELIDEKEERL, RBNOFYVEF. CuT7IVFINVEESIZCLTIV
OFEICEIODBRENTONTOIN Tz Z)VE, CUDIVE, FE3FT7F)0
EEXRT) 2RT{LEY.

XMWCHERIINEZERL.

R*BLURZOWTNN—AAEBHRC..T I IFEEERL, (BHMNERY
— (CH) p—O—%Z&KL., LI R"MWEBRC.TIIFIHEFEL,
R¥2"ER"— (CH) p—O—%%L.

RPBXIURWKERFEERL,

RYBEXURY*IINOT VREF, Cu7IFIVE, CuvbaFi &, FHido
FOEEZEL.

R":B&ZﬁR”?WK%IE%%%L,

R?2%, CuTIVFIVE, CuT IV ZIVE, CuTIVF)VE (CLTIVFN
., CuT TN HEBIUPCLTNFoINEEZ, TNEFN., NOF U EFE-
BCLT7IINIOFEITINEBEREIN T THLWN) F-id— (CH) qgq—R* (g
BOFELR1IDBEEZERL, RMENOFYVET. CuTIFIEFHIZIC..TI
IFRICKDBEHEINTONTOEIW T 2 Z)VE, BUSILE, FHEFT7FI
HE2XRT) 2RI(LEY
NEIT 5N D,

AWK Z2EEWDFELWFIE L TIE. EEF 1~ 1 8 6 ICREHDILEY
MMEBIT 515,

ERPITEDLEYDIFELWH &L TIE, £/, TEEOLEwNET SN D,



WO 00/43366 PCT/JP00/00255

- 13 -
N—{z—amm—4—[w,7—9}%»—4—#%7u:w)##n7
)} =N’ = VUTFLIL T,
N—(4—-u7—<&>9»##>)—6—xr¢>—4-$77u:wm-
Fl —2-7007zZ)) =N’ —FOobEiy L7,
N—(4—Uﬁ—(N>9WT#>)—7—%##9~4—#TVU:»M‘
F) -2-r007z=)) —N' —FOELY LT,
N—(2—-2roo—-4- {[7—ArF—6- (3—FEINFKU/7ORFE)
—4—FFVVZNAFY) JzZ)) —N° —TOPII LT,
N—=[2-700-4—({6-ALF>—7—[2- (1H-1—T03I5/1
V) ThFL)=4—FFVUDI} FF)T 22— N —TFLIL 7.
N—-[2-200-4—({6—-ArF>—7—-[2- (1H-1, 2, 3—h
U?V—»—l—%»)Ib#ﬂ—4—##fu:w}7#w7l:wkN
T —IFIITLT.
N—-[2-700~4—({6—A+F>—7—[3~ (1H—1, 2, 3—h
DZV=Ib=1—4a)) ZaR*i)—4—FF/1 =)} FFINT -
N' —ZFI)ILoL 7,
N-[2=2D00-4—({6—-ArF—7—[2— (4—RXAFJERFTI /)
ThFI)=4-FFVUZI} FF YT 22 ]- N —IFILIL 7.
N—(2-7o0D0-4 — {[6—‘24 M —7— (2—FNKY )T rF)
—4=FFVUINFFL) JxZ)) =N —IF )Y T.
N-(2-00-4— {[6—-ArFP—7— (3—F)k! ) 7OBF)
—4-=FFJSUIINFF) JxZ)) - N —IFIYL T,
N=[2-2700-4—({6—AbF>—7—-[2— (PAFNLFTI/) Tk
FUI-4-—FFVVZI} FFNT 2= N —IFII L7,
N—-[2=200~4—({6—-A+F>—7—[2—- (1H-1—-13I51
V) ZhFI—A4—-FF V) FFNT 2= N —FOEILT.
N—-[2-700-4—((6~-ArF>—7—[2- (1H—-1, 2, 3—F
U?V—w—1~4»)1%#9%4—##7U:W}##w71:wkN
T =TnEloL 7,



WO 00/43366 PCT/JP00/00255

- 14 -

N—-[2-/oo0-4—({6—-Ar+>~7—-13—- (1H-1, 2, 3—h
U7V —=b=1=—1)) TORFL -4 -FFVU)L} FFyTzo)l]—
N' =77,

N—(2-700-4— {[6—AIFT~7— (3—FJLhRYU /FOREF)
—4—FFVUZNFFT) 7)) ~N' —FOEILILT.
N—-[2=2700-4—({6~AFF~7—[2— (PAFINTI/) Tk
FUI—4-FFVVUZIN} FFIHNTZNU]-N' —FaciyL 7,
N—-[2=700-4—({6—-ArF—-7—-[2—- (1H-1—-03I%5JY
W) ThFI-4-FF VYN FFNT2ZV]-N' —TFILILT.
N—[2—-7B0-4—-(({6—-ArF>~7—-[2—- (1H—-1, 2, 3—h
VT == 1=4)) Th*+]—4—-FFJU)} FF)T7x2=)L]—N
=T FNOLVT,
N—-[2-7o00-4—({6—-Ar+—-7—-[3—- (1H-1, 2, 3—F
U7 =l=1—=4)) TORFL)-4-FF V) FF)Tz=)l]—
N =7FITL7T,

N—-[2=200-4—({6—-ArF—7—[2— (4—AFIERFT))
IhFU)—4—-FFVYUZN} AFINT2ZII]-N —~TFIUHL 7.
N—-—(2-2700-4— {[6-AFFI—T7— (2—FJIHFY /T rEF)
—4=FFVUDIAFL) TxZ)) =N —TFAYLT,

N— (2=27D00-4~ ([6—AXArF—7— (3—FJKU /TOREE)
—4-—FFVIZIWFF) TzZ)) -NT —TFII LT,
N—=[2-2700-4—({6—AIF=T7T—[2— (AFNTI)) Tt
FUI-4—FFVUZI} AFINTZZIN]-N' —TFILIL7. BLU
N—-[2—2700-4—({6—-—AbF>—7—[2—- (PAFITFI/) Th
F)-4-F VN AF YT -N —FoeiLyL 7.
AFEPICIDLEMORITHFELWHIELTIE. FTREOMESHAETENS -
13. N=({2-700-4~ [(6, 7T—-PAbF—4—F/1)JL) FF3]
7)) =N —=7ovBiLy L7,

51. N-(2—-2700-4—{[6—AFF—7—(2—FEJFKY /LrF)



PCT/JP00/00255

WO 00/43366

- 15 -
—4—-F /)] AF} JzZN) —N' — (2, 4—-7)FAaT7=)Y)
L7,

62. N—={2-/7o00—-4—-[(6, T—-TPARFL—4—-FFVUZJ) FF
] 7zzZ)V} =N’ —7aviloL 7.

76. N— {2=-2700-4—-[(6, 7T—-A+FT—4—-FFJUZJ)
FN7 )V =N —IZFITLT.

117. N={2—-700—-4— [(6, 7T—ZA+F—4—-FFJUZ)) F
F] JxZI}-N' —AFIITLT,

119. N=(2—-700-4— {[6—ARFT—T7—(3—FI)IKY/T7TOR
FiNy—4-—FFJUN] FFT) 7)) —N' —TFOVILILT,
135. N— (2—-/700-4— {([6—ArF>—-7—- (3-E¥RUD/TO
REL) —4—FFJUZNAFY) 7220 =N — 7O ILT,
142. N— (2—700-4— {[6—AbFI—T7— (3-FUIIAIF
V) —4—-—F/U)AF) 7)) -NT —JabiLuLy,

143. N— (2—-—700-4— {[6—AFF>—T— (4—FUIIAIF
V) —4—-F/YIAF 7)) —-NT —-TaENTLT.

144. N— (2—p00—4— {[6—ArFL—T7— (2—FJFY /T hH
F) —4-—F/UNNFFL) 7Tz N —TFOPLTILT.

145. N—[2—-200-4—(6—-ArF>—7— {[2— (1H-1, 2,
3=hUTV=Ib=1—-T)) ThF]—4~-F U} FF)TZ)]—
N —7oENLTL 7,

146. N—[2—27o0o0—-4— (7— {[2— (lIH=-1—-73X#YUJ)) Tk
FUI=O0-AMF—4-F/UN} FFHNTZIN]-N' —7oeiuL
7.

148. N—[2—-/700-4~ (6—AbFI =7~ ([2—- (4—AFI)ER
22/) ThFX] —4—=F /YN FF2) JzZ)V] -N' —T7oENTL
7.

149. N— (2—ro0O0-4—- ({7— (2—-bROFZThF) —6—A
bF—4-F/UNFF) 7)) =N —7oENNTL T,



WO 00/43366 PCT/JP00/00255

- 16 -
151. N= (2=700—-4— {[6 —AFF—7— (3—FJKY 7O
BFEL) —4—-F/UNAF) 7)) =N’ —FOvIo L7,
152. N—[2-200-4~ (6—ArFT—7— {[3~ (4—AFJER
ZP/) TaRFI-4-F Y} FF) Tz ]-N' —FOPLI L
7
163. N—[2—-7B0O~-4— (6—-AFF>¥—7— {[3— (1H-1, 2,
3~%U77—»—1—4»)7Dﬁ$ﬂ—4—¢/Uw}ﬁ¢>)7I:w]
—N' —Z7oeiluL7,
157. N=(2-200-4—[(7T— {3—[(2—EROFLIF)) (X
FI) TI17O0RFI) —6—RARF—4—F 1)) FF )T =)V}
—N' —7oejoL 7,
159. N—{2-700~4—[(6—-AhF>—7— {[5— (1H-1, 2,
3=hUTY==1—1)L) ROFUIFFS) —4—F/J)L) FF1]7x
)V} =N’ =7aveioL7r,
160. N—[2—-2700-4—- (77— {[4— (1H-1—-A25VYJ) Tk
FU)=6—ARFL—4—-F UL} FF) TN —TFOvEILTL
7
162. N— (2—2700-4— {([6—AbF—7— (2—F)5RKYJ TR
F) —A-FFVUDINFAFL) Tz -NT - (2, 4—-¥T)A4D
ZxzzZ) LT,
163. N— (2=200-4— ([6—ArFP—7— (3—FJKY ./ FO
RFED) —4d—-FFVIIFF2) 722)) =N' — (2, 4—I7)4
o7xz=)k) JL7,
164. N—[2—-7200~-4— (6—-—ArF>—7— {{3— (4—RAFIER
59/)7Dﬁ$ﬂ—4—#ffu:w}ﬁ#>)71:wkN’—(2,4
— 7)Aoz =)l) L7,
165. N={2—-2700-4~-[(7—- {(3—[(2—bROF>TFI)) (X
FIN) TR /17BRFL] —6-ARFL—a-FFVUD)I) FFL| T
M} =N' — (2, 4—=—r2)Fa 7)) YL 7.



WO 00/43366 PCT/JP00/00255

- 17 -
168. N— (2—/700—-4— {[6—AFF—7— (3—FNFYU./TO
RFEY) —4—-F/UMNFF2} 7zZ)b) —=N' — (2, 4—-T7)4o7
=) TLT.
169. N— (2—2700-4— {[6—ARF—7— (3—FPUIJALF
2) —4—-FUMFAEFY) Tz -N' — (2, 4—-VINFOT=
Wy LT,
170. N—[2—-700-4—- (6—-A+rF—7— {[2— (1H—1, 2, 3—
RUFYV—=I—1~a) Th*j—4—F/J)l} %) 72=)L]-N’
— (2, 4—=T7)FAar7z)V) TLT.
184. N— (2—-700-4—-{[6—-ArFP—-7— (3—¥ERYTT7Of
F2) —4-FFVUII] FAF) JxzZI) —N'T —AFIILT
185. N— (2-700—-4—-{[6—AbFI—7—-(3-FERUD/TOR
F) —4-—FFVUZN] FF) Tz -NT —IFIILT. B
186. N—(2-700-4—-{[6—-AFFT—T7—(4—-FUIIALF)
—4—-F/J)N] FFY 7)) =N’ — (2, 4—2 7)1 F a7 =)L)

L7,
ARPICIDIEEMOEETHFELNFIEL T, TEOELESYHE TSNS

62. N—{2-2po0—-4—-[(6, T—=PRAFr—4—-FFVUZ)) FF
¥] 7zZ)V} =N’ —7OoEiI L7,

142. N— (2—7p0—4— {[6—ARFT—7— (3—FPUDIALF
V) —4—-F /A F) JxZ)) =N —FObBITLT. BLD
169. N— (2—/700-4— {[6—ARFT—T— (3-FUZIALF
¥) —4—-F/UMNAFS) TN -N' — (2, 4—YTNAO T
W) TL7.

FRERPICKDIEEMITOEE LFEINBEETDHIENTES, IFEL W
FIELTRFTPITLE, DU TLEELERIAN S TLEOESI AT IV AU SE
XZTIVA U LEEBOE. 7 v{bkEREE. HEE. 2/kEEE,. 3L
IRRBRIE DR DO T ME/KERREE. HEEE., BIERNRE. MEE. VU B



WO 00/43366 PCT/JP00/00255

- 18 -
IREDRBEE, A ZNKRCEE, NI AORAY SR RIEE. T4

AWK BBDIDIBERT N FIVRIVR D BIE, ¥ AR VEESE. p
- PIVIZANKCBEOL ST ) —IVRIVE B, 7<IVBEE. N2
W, VI CESE. BEEEE. o vEE. <L CEE, Bk, U > TEE. BLEE.
TAIDVECBOXIDSEHEE, BEUTVLE, Jxo 7S, »
WEILE, TANSTFUBEDOLIRT I VBIELENR TSNS,
FRMPICE DG, o, BEFY FXIE KEY) L4232 EnTE
%,

L&D Bl

ERADLEDL. FIZIE. ZAF—LA1BEUZRF—L4 21N> TaET
&5,




WO 00/43366 PCT/JP00/00255

- 19 -
AF—5Ah1
. R1T ©O g1 .0
R2 FHf . 2 5
RFI R2
: KAt
R3 !
4
R1
R2
R3
4
oo
R6
R5 N02 R6
NO2
[=1:]
R6
R5 NHo
HO R8 R
R7

R6
RS NH>

RB
R7




WO 00/43366 PCT/JP00/00255

- 20 -
FRACEDEEDOERICHERHENERHTREINTNDEH, A TEE

KEo>TRETED. fIAIE. 4-rooF /Y > HEAEIT. Org Synth. Col. V
ol. 3, 272 (1955). Acta Chim. Hung., 112, 241 (1983) £ 7= 1ZW098/47873 1= 52t =
NDEOBERAFRICE > TERTZZENTES, £, 4—roox+1y
> FHEMIL. J. Am. Chem. Soc., 68, 1299 (1946). J. Am. Chem. Soc., 68, 1305 (19
4R HE TN DL I MEBEAFRICE > TAERT D EMTE S,

BN, 4—-roaFFJY CFEEEADT £T. (1) TEFBIZAFILES
AT I REKIRESETHFF /O iFEAZE (BEFH 3 488, kWT (2)
FVIEERBANWKRI D 2EHRELUTHERBL TAFIHENL) D OEEF4 —F+
FVOEBEREMATS (MEF3 5 BLUI6BR) Z LI DEETES,
FFVOLVFERILEBBIATIV, FRUTAARNFEI R, FRJIALTI R,
BRUDMF®AY /) =)V DL BB OEETFT TERT 2 ON—BH TS 5,
(1) TBWTREEFEIZAFINERINLTIVFE ROZOEE FTRIENE
792720, FRESNDSVWETENTH S, 4 —FF/n>EFEEoNOs
AERISIEF T/ OV FEREAFIEE) 2 MRT DI LI L DERT S
DR—REITHD, TDFPE. FFHVUCHBEEDORISENL W =DICHERDE
ETHFI V) UBEEARRERHIIR> TLEW, RIENEZ LN T EMEM - 7+,
(2) KBNWTR MV EEEAINES > OFEETF CRIBNEZT S8, 1IN
BEMOANSHFTH 5, |

RICEHSEE P EBEEERICIBNT. ZhO7x /— Lz L4 -4 O
OF /U EERSLVEIHLETIF TV 8k EHIE. 4— (D kO
T/ F) FIUCEERDDINZHENSTEIEF V) CREARESRL B,
B BE BIAEN, N-PAFIVRIVAT I R) B, fililE (F 2 T KEEE/NS
PULGRIR NT T T LRFE) OBEET. KEZBESTICBNTHEIEBT S L 4
— (TR 7x/F2) FIUCEEEDBZVITHELETBFFVY D HEEEIE
5ND. HBDIWREEZ. TI /72 /=)t UER (B2 i3KEBIEF R U L)
DEET, 4—700F ) CEEASDZNVEHENT D FF Y S HEEEEER
SRDELA - (TI/)T72/F2) F/UFEEKD B VIHEYTEFFVY >

FHEENESND,



WO 00/43366 PCT/JP00/00255

- 21 -
BEINWE, 4—- (TI)7x /%) F)UCEEEDD NTHENTIEF

UHEEBEIE. T T2 —IVEKRBIET MUY AKBKRICEEL . B
WCEBLIz4— o 0OFF VY S HEAD D VIAEN T 5FF VU S EEE 4
FMBHSMEEET. EAEMEBLRL C2BRREE S &InL 5 TEETES
(WEFI3 7THBLU3 8B, CORBTIIREED T/ — BB F Rd—
200OF3/ ) OREMISKBICED, ERUL-BHMIZEEEICSD. B£5
NICABBIZEAY LD EFEL RN e B UENBIECH LA THEHTH D, =
iz BlIERI THEIN-—TIVFNTI /) T /)F—FF VY52 HS8T2 7 &
MHEKDZZATHEENTH 3.



PCT/JP00/00255

WO 00/43366

'
(8
o

'

old gH oH

i
T BH AR /01 eHeY
5
(s)
Y
gy
0
N .
q N
_ 9y
i|
X

XL
A~ zH
X
I Pr_/—/__ 7__ -
[eH

vy

Wz eH

014
O () Wz

Xs
Nr_ NI
84 O 4
y Q
b ,uLf,__ oy

6d gH

0O 4

{ eHed % 2=
{2) Wz cd
X
/4 e
gy 0O Y
0
Ho
b _,__\_rz o
7Y ad H gy
£H
0 pd HNitdor d
:m,z\b\ (@ Wz £y AN
; X (9)
LY PAS
g4 O 14
m/
8 u oY
oy _—
GcEgEe=L 2
dingy =m 1
w—,I, N 1= e ﬁ<<. Hy
N=0=0Q ¥=4F
) . b
“HN ¥ ) ZHN oy
\,R\.va : 1_ wI



WO 00/43366 PCT/JP00/00255

-23 .

BoNL4—- (T 72z /7F2) F)U EREKSD NVIHSTSEF Y
CHEBAHEHBEOFEET., B0 RHESNIEEEKDEKESE, KNT. K
RIEUFULTNIZUAFICRVBRA TR EICLD. RCESREEEA T
LHZENTED (IEE1A).

BEINE, /FoENE4— (TI/)T7x/FY) F)UHEKS DN THEYT
2FFVULHEEGETINTE RSEDNET M ERBE R, 13 DHRIEIZS
TOKFEFIVRF P T ABIZI VBT TEIEICED. RICEBHREEZEA
TEHIEHLTED (LE1B).

RICEREVNBASNFERE, MADHEICLENSTIY ST F— h
HEE (O=C=N—-R") LEASHE (T]2). B FHZIT. KZELFRY
V) DEETEHBRTIVFIVES (R'°Ha 1) 2EBEE2 (TE3) &
WEOR (1) ofkayzascs 3,

R'BEUR"I, T, R°BIV/ Z/-EIR"DAEEFTEHD ™Y L 7 HiEMk
iR (B KRIEF MU TL) BEF. BEATILFILESR (R°Ha .
R'Ha l) ZIEAETED LK THEATES (TESBLUT),

RIBEVSZ/ZR@ER"DKRKREFTH 2 YL 7HEREKILT., 2F—A1ICBNWT
soNicd— (TI/7x/F2) F /U HEEEKSZVIIHLTEIFEF Y >
FEEIC, DHOFEIIH S TAV ST F— MEEGKEERSIEDHN. H50E
BE BT FUTFILT R ¥) OFET FUKRAY D EMEIc By s 7L+
W72 (R'"NH:, R'R"NH) #RIGEE2 I DEETES (T4

o

S

BIU6).
FLUROTMIIHEOBRE LA T HHEMIL. HIAIE. AF—L4 35

SDTHEBETES,



WO 00/43366

AF—53

O
R21

PCT/JP00/00255

- 24 .

0 o}
D)k R % HmD)\ =hofs A2 : X
—_— - ————
HO PGO

PGO NO2

o) o]
AR FMzarL R S L R21 Q
| ——— B

N

m.éﬁ PGO

Iz
T
0]
O

R24
R23 NH»>
HO R26 51:124 R24
R25 n23 NH
X1, S &
0”7 " R26 0 R26
21
b R N P fukze, R29NH, R21 N, R85
PGO N” N PGO =
it 0 A2 N
n2a Rz‘*m n R24 |,y
NG ' N R29 R23__ Nﬁ(N‘H29
N © st ©
g5 % R26 0 R26
R21

R22 g |
. R25 ‘ a ﬂ21m R25
—  of 22°
IIN:‘ EEER*FOH o N

(HRESZR53%)



WO 00/43366 PCT/JP00/00255

- 25 -

WRO4™ —EROFITEM 7/ CBEHICHUESRERE (213,
NDIVE) ZERSE. KEELEBLZE. = O B2 TR FE )
ZERSEDIEICLD b uEEHEATE S,

RIZ, ZhOEZBRXLTI /HEE LR, BEOEET. BT EE
AT ETHF /OCRERESE. KRNTEREH BXIEFEo8EEY ) 2%
HESBEBDZ&EITKD4—-JooF ) U BEAsa8ETES,

T/ T/ I UEE (BIRIE KFBIEF RUTL) OBEET. B850
Z4—s00F /) VEBREERIRSE4A4 - (FI )T )FL) F o>
FEREFDIENTES,

"ONLEFERIIRAOARIR N Y T F— FEEE (O=C=N—R?)
EEHSE2D. DDNENUFRZAY VB RICEEET IV ERI7TILEILT
22 (R’NH) ZEASE3EICEDILTHD 2K TE 5,

RKAT, F/URED TR OKEBEDFREL (PG) 2BEL. HEOEE
™A AETIVFEIL (R Hal, RY BR¥MMNTNAFIHETHBELEEDT
WFENEHTERYT) ZERIVHI&ICED, HAWEITIO—)LZEEE (RY
OH) ZRMOAGE FIXIE, XERK) ICEDERSEZZEICED, 4
CRDOIMICTINIF U EEETHEREDILESYERBETE S,

BREICICAWLINOT LT ILFIVIHRSINTNBE N, 350131 Am.Che
m.Soc.,1945,67,736F I D FEICH > TRETE 3,

E&Emﬁmmé7»:—»%@%@ﬁﬁéme5m‘&5WMMm%m0
993),46(1),177. Ann.Pharm.Fr.1977,35,503%(Z 508 D H BTt > THRISBTE 2,

F/UVROMUICHEDBRA ST T2HEMAIT. HEWELLTI —t
FOF TR MTx/ HEEEERAN., AF—A3 > THRETE S,

FIVICROTIIHREOBREZF T HBEMIT. AF—LA 41050 THl
BTE?3,
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AF—Ah4
o) o 5
21 21
i D)LH R : D/U\H =tof R "
HO PGO . I ] O,
o) o ]
- 21 B »1 .
" "oz reo NOz PGO NH,
21 T Cl
s e R
AT R T jd‘\NH LA F‘Z‘j\/:fk\ "
= P —_———
== Feo N/l PGO N)
R24
NH2
R24 e,
23 NH
. ’ 2 A2 N\W/N\Rzg
R25 y
o) R26 R29NHy o -
Rm:(:lf\NR% MUFRY Y. Hm:[:IjgNR%
J -
et 3 PGO N ~ /
£ ¢ 'R2o PGO N)
o Puon N
R \n/N\RZS 7 R23 NYN\RQQ
° 52 X
iR 0 R26 :

% R26
22
P e 22"
HO N) FIZER OH N

CEREE)
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2-73/ ~REFERIATI)IFHEBEIZ. 1. Med.Chem.1977,20,146 %17 SEH D
TERR > TERLAEL2 -2 bO - % ABESREZEE (BT, BEBEHU Y
L) OFET, IREPAFIURMEBICED T AT L8, = FOEE6 213
8 HEICKIDBITTHIEICKDBETES,

RICFONTAEYEEREDEETRIATI REERIVDZ I EIzLD 4 —
*fﬁmy%%%&éﬁ\meﬁimﬂ(ﬂimi#yﬁmUy)&ﬁméﬁ
HZLEIZED4-—ronFFJY L EEEEEETED,

TI/T7x/—IIVEERIIHUERE (FIXE KkBEFRNUDTLA) OBEET.
"onZ4—ronxJ) CHEEKEERESE2E4 - (PRI )T )F2)
FFVYEERERDIE NTEB,

BHDFEITRNFONZFEERICTY T F— Nk (O=C=N-R?)
EEASEDID. HBDVR M) RAY BB EEET I ERETINEILT
22 (R'NH) 2EASEEICED YL TES 28R TE S,

RAT, FFTVUCREDTMOKBREDEERL (PG) 2BREL. HEOE
EFNDZALTIVFL (R¥ Ha |, R* IER*STZILIFLETHD & 20
TIWFIEGTZERT) 2EAI VB LICED. HH5WE T O—)LEEAK (R
®OH) Z2RHMOITE BIZIE, HERS) CLOERIEE LIk, F5
VUCRDTAICTINIAF LR EZETHERBEOL Y EEETE 5,

BIRISIZANBNOT AT L F LB LI OT I I —ILEEBERIIHR I N T
D, HBEWERAF—L 3 OHBEICERK O HEICRE - TRIE T 5,

FFVICROMICHEOBREZETHHEERKIT. HEWELLTI -t
ROFIARITINTE RFEEEZRAN, AF—L4 1> TRETE S,

L&D A& EFERRY

K%%K&ém%%ﬁ.4>Eﬁt£mfﬁﬁﬁﬁmﬂ¢%§ﬁﬁ%(%Eﬁ
BHl4 8.

FRAICKIDILEME, £, 1 2 EPOCBNTMEANEMEEVEGF (V
ascular endothelial growth factor) THRIM L= EZICE I DMAPK (mitogen-acti
vated protein kinase) DTEMEILEHET 2 (EEHEE 1 BLN28M). mERN
Rz VE GF THRIRT 2 ERBARTRD LV FIEERICE D MA P K23E
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I, USEBLEINAMAPKOLEENB D ONS (Abedi,H. and Zachary, 1.,
I.Biol.Chem., 272, 15442-15451(1997)). MA P K O{EM/KIZMEH £12 81+ 3 m
EARMEOEBICEERBREZ2EY C&Na6nTns (Merenmies, J. et al.,
Cell Growth & Differ., 83-10(1997);Ferrara, N. and Davis-Smyth, T., Endocr. Rev., 1
8, 4-25(1997)) . > THEFHAICL 2 ITMEHENEIEREET D,

PR ICBIT 2 MEFREIX. £ U T, BE. HRHEEEE. SEEEy
URF. EEE. TTO-LAMBREE. DRPHABOLD KR, BONCER
FEDERR &R < #UD V2T W B (Forkman, J. Nature Med. 1: 27-31(1995); Bicknell,
R., Harris, A. L. Curr. Opin. Oncol. 8: 60-65(1996)) . > T. ZERHIZL 2SS
. BB, BERAERE. BUYEE) UF. B, 75 O0— ASEIRE(E.
ARTPHEOLD BER. BNCBEREOEBORBEICENDZ ENTES,

ERAICLDIEEMIL, MARENSEX 2ZEIUNS W (ERERERY 3 S2H),
P> T, FFERITLZILEDIL, £EERICTRELESES. 2MICESIZENRATY
Do

FRAICINE, FRACL2ILENESOEZMERY M2 INS, KR
Ik 2 ERMARYIIER. MRFEERE. BYESY YT, BB 75 0—
LEBIELIE. ARPABOL S KR, YOICEREOERBOREIZAND
ZENTED,

FFEAIZEINE., F=. FREPICKDILEE. EZELHBINDEAKR LIS
BB/ G T DI EZTATIRD, BE. BERFEEEE. BEags) v~ T,
HHE. T O LEBIRELLE, BEUARSHENSHLIENSBIRINSE
BOBRENREI NS,

FFERICIDIEEWE. BOBLOIERD (B2 1T, BIRNZE. HRNTZS.
RT#HE, BERE BRES) OWThALOBRSRET. £ hBLIDE <4
DEHITIRETDIENTES., o T, FRAICL BB EETDRS T2
EEMERIIE. BEBBISUCZBLUSHBICOEEINS,

BAEMICIE, BOBRE U TE, 88, 77 BILEL BH. \BEE. 20w 7H
IREBET N, FFREORAEL T, EHAL BH, F— 7K., SESI S5
Tond,



WO 00/43366 PCT/JP00/00255

- 20 .

INSDEBHEANL. BEANSN TSP, SN, SO, BRAL
EEF, BRAREEANTERICEORET S ENnTE5,

BAHIE LTI, PLASHEE. TR, O—>X5—F. Uy N, 8
T O—RREM, RERE L TRAAZT S 7>, TLESEF U A, ¥
SFIR, REBAINST A, FIUBANT YA, FEZRY D EMN, EAH
ELTRARATZAFINEIO—X, RUEZILTII—)b., RUE=-NLT—F
Vo AFNEIO—A, TFLENO—X, FPSEFTA, ES5F>. b kox
STOENENO—X, RUEZIL PO ROmEN, BRFELTIE. FZE
FWNT. RATTIVESTRITA, RUILFLTY a—)L. BCiES s &
BENTNBTF SN2,

T, LRESANT. BEICLOEER. p HIER. LeEl SELAL
REHS EEFMLTHAETS CENTE B,

T L BEEMEAMT. ARFICLBAMOSERIT. TOFEITSL
TEABN, BESHBEWFT0. 5~50FB%. FELIL. 1~20ER%
TH D,

HERITEEOER, KE, Y, KAOHE. EROEELSEZELT.
B4 OPBITEL THERFESNDA, FIZIE0. 1~100me kg, IFs
L<id1~50meg,/kgP@BETHD., ZHz1HIEExII8EICS T TiRE
T3, |

RN L BILAYIOEREMAEDETRET S ENTE 5. 511,
FIFFIC, 35 IEREICT 20 N TE S, FIAIE. HREESEMLEEDE
&, ERVC LB LM EENE 52 MEOMENEMIICERS S5 - &2k
OREEEEME T, KT, FHCHIZRET B &Ik 0 MEE & 3501 1 ik
TRBTENTED, AN HIOMECREBIFS LN > OBECEBE DIRES
KT L TRETE 5. BB OKSE S FICBRTTS 5.

ERFICI NS, FITEL, AR L DS W% KRR I 0 I &N B M &
B S5 L EEATES ENLEDNES £ EMET 5 HEIMEES N5,
BAmEE LT, RREOREES M8 G127, EEas. PEEas. M
B TR NOSBHBICHEETAMENE TSNS, AREICLBLE
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W& MENRME S OEMIL, FIAIE 25875 BRNKBS. ROR/ES) . 5
G (BEREG. BENRESE), FYUT—2B0NSEMIY—FF 0 25 (Y
R =L, UEYRRA VORI T —, BHFILEESE) CL0ERTES,
EHaH)
UTHRFEAZ FTEMAICEOHAT N, AREBEZINSICEEINSHOTIE
78,
BUEFI1 . 2—-rD00—4— [(6, T=—AbFT—4—F/U)) FF2] 7

—ux
DVAFIAINNEFE (10m1) ITKRFEFTFRITLA (60wWw%. 0. 72
g) ZMA. 50CT3 0 #REBE=ERICL. 4-73./—-3—/sa007z /) —
JVIEEEIE (1. 6 1g) ZMAZRTI 0@ LE, Xicd—roao—-6, 7
—PARFIF/U (1. 00g) EHALOOCT—HEBRL:., RISKIC
KEMAZOOR)VLATHELZE, 2008 ABEEMREKEZEF YDA
IKIBIETHEF L. BKEEST N JATERLE., BETAEZEELTESH
JEHRSICASY /—)bzmA. L #&E2 %5 ARL. ZED{LEWE0. 8
9g. NE6 0% THE.
'H-NMR (CDC1l;, 400MHz):64. 05 (s, 3H), 4. 05
(s, 3H), 4. 08 (s, 2H), 6. 44 (d, J=5. 4Hz, 1H), 6.
85(d,J=8.5Hz,1HL6.93—6.96(m,1H%7.15
(d, J=2. THz., 1H), 7. 41 (s, 1H), 7. 54 (s, 1H), 8.
48 (d, J=5. 1Hz, 1H)
TEGI2 - 4— [(6, T=ARF—4—F/UJ)) FF2] —2, 3—-IA
FNT=U >

PAFIANKFE (10ml1) IKRFEFIUDTL (60WH, 0. 72
g) ZMA. 50CT304MBREBEERICL. 4—73 /-2, 3—UAFILT
T/ I)VEEE (1. 55g) ZMAERT] 0@ L~-. KiC4—r00-
6, 7T—ArFF /U2 (1. 00g) ZMAL100CT—MERELE, X
JISHEIZKRZINA 7 oof)Lb ATHE L%, 7 oofR)LA B2 B REkES -
U LK THE L. EKBRET UYL TEGLZ, MIETEB®EZEELT
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BONLZIERSITASY /=L EmMA, HHELAKSEEZRIIZHRL, ZEOLSYE
0. 94g. IE6 5% TH~=,
'H-NMR (CDC1l;, 400MHz):862. 07 (s, 3H), 2. 15 (s,
8H), 3. 62 (s, 2H), 4. 05 (s, 8H), 4. 07 (s, 3H), 6.
25 (d, J=5. 4Hz, 1H), 6. 64 (d, J=8. 5Hz, 1H), 6.
83 (d, J=8. 5Hz, 1H), 7. 42 (s, 1H), 7. 64 (s, 1H),
8. 42 (d, J=5. 4Hz, 1H)
BEFIS . 4— [(6, T—AbFL—4—F/U)) FF3] —2, 5T
FINTZ=Y

PAFINZINKRFR (1 0ml) IZKFLEFRIIL (60wWw%, 0. 36
g) ZMA. 50CT3 0O/ BBBERICL. 4—73 /-2, 5-UAF) 7
/=) (1. 23g) ZMATBRTL ONWEHRLE, Kica—-—ro0—6, 7
—ZARFF/UZ (1. 00g) ZMZ100CT—HBRLE, RIGIEIC
KREMAZOOBRINLTHBLEE, 7O0ORVABEBNREKZEFNY T A
KEBRTEHRIF L. BARE S RO ATERLA., BETEEsBELTEON
e E R, soafR A TN (1./1) TEET3 I UAS 7O kY
ZT74—ICEKDBE L., REOILEYEIE,
BLEfl4 - 3, 5—-2200-4—[(6, T—-CAbPFI~4—F)Y)) #=

] Ty
PAFNANAFFLE (10m1) oAkELF FUDA (60w%. 0. 36
g) ZiA., 50CT30#rgERIzL, 4-72 /-2, 6—ryvoozy
/=) (1. 59¢g) EMAEEBTLONERLE, KiZ4—»00—-6, 7
~DAREIF/ UL (1. 00g) EMAL O OCT—Helie L. RiSHEIC
KRZEMAZOOFINLTHEBLZE, 700KV ABEEHNEREKSETFY YL
KEEIRTHIE L. SRR R U5 ATEBR LA, BETREEEEL CE5H
EERER, sOORAL LR (1/1) TRETHSUASLrO% hy
ST~k DHBL, BEOLAWEO. 35g. INE2 2% TR,
'H—-NMR (CDC1l;,, 400MHz):63. 84 (s, 2H), 4. 05
(s, 3H), 4. 08 (s, 3H), 6. 238 (d, J=5. 4Hz, 1H), 6.
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74(3,2HL7.43(3,1H%7.64(s,1HL8.48(d,
J=5. 4Hz, 1H)
ﬁ%ﬂ5:4—[w,7—9%%*&—4—#/UW)T#7]—2—:FD7

) %
PAFIVANEFR (15ml) IKRFELFRUTA (60wWw%. 0. 54
g) ZMA. 70CT3 0@ ®=ERICL., 4— T3 /~3——-+rOvyr/—
V(2. 07g) ZMAERTL OSBELAE, RKiC4—2rOO—6, 7— %R
PFEF/7U2 (1. 50g) #MA100CTABMBRL:. KEKIZKE
MAZ OOFLATHBUE, 72008V AR EEHREKEZET U™ AKE
WTHIFL. BKMBT U UATER LR, BETESEEEEL A NARE
é%\7DD$%A/7&F>(1/1)TE%T%?U%?W?D?F?57
4 —ICLDBEHRL, REOLEWEO0. 53g., NE2 3% TE/~.
@ﬁﬂ6:1—[2—73/—4—(N>9w1$>)—5—XF*V7IZWJ

—1-I5 />

1= (4-EROF>—3-ArFTT7x)l) —1 -T2 (20g). it
BAUTAL(I8. 3g). AT RS —n—TFINToEZIL(4. 45¢g),
NN ZOIPR (17 3ml) #N, N=TURXAFIEIATIR (300m
1) WEEL 100 CTIHMMRIGLZ., BETHEESEEL, Bonr-gac
KEMABB )L CTHIEL . MR T FIVBEMEET DU DU A THEIE L /2, KIC.
HMETERZEELTHSNZES, BEME (12. 47m1) ZEE (12
Om 1) IZEMREL. BRT2MRBIRG L. 0CITTKEELT F U 7 AKABKZ
MAPHICUR., svooflAMEB L., Zonok)LABEREF Y & A TE
BLiz. RIT, BMETEEEZELTESNEBREE, 24 /=)L (1160m
1)‘K(120m1)Eﬁ&#ﬁf@%b‘ﬁm7>%:ﬁb(19.Zg%
Hgn (101. 7g) ZMMA. MEARFKEZE IBMLA, I MEBL. Yoo
TWLAZ )= (3/71) THEL. BETABEZEEL, BohsEksz
KEAL T B U D LKERTTZ I AV MICL 7 o0R)bAHlE L., 2oof)LaE
EWMEBET N DLTEHSEL ., BETEREZEL THEONARI 2, yoOuk
WL /BRI FI (10.71) TRETRUAXN IO T 70 —124D
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L., REOLEWE24. 95g, WETT7T% (3AFv ) TE-,
'H—NMR (CDC1;,400MHz):62. 51 (s, 3H), 3. 84 (s,
3H), 5. 14 (s, 2H), 6. 12 (s, 2H), 7. 15—7. 62 (m,

7 H)
BEHI7 . 7T— (NN AFI) —6—ARFI—1, 4—JRo—4—=*

U2
1-[2-732/-4—- (ROVNFAFL) —5-RA+FoTz)l] — 1 —
I5 /> (24. 95g) 2F -5 RO75> (450m1l) IZH@EL. F b+
UOLARFIR (24, 87g) ZMAERBT1IREERE. FEETFILITZ
T (37. 07m1l) ZMAEBRT2MRMBEE, K (150ml) Mz 1
BEBH L7z, OCIKTEREZMApH4ICL., KEMEZ 7 oobR)LAME L.
00NN LBEMET N ULATEHRELL. BETEEZZELTESNE
cZ&,. yoafIL S AZ /=)L (10/1) TEBEIT? > UAFAILZ7OTRY
74— IKDBEL, XEDILEYE1T. 16g. NEK6 6 %THEE.
'H-NMR (DMSO—d, 400MHz): 63. 84 (s, 3H) ,5. 1
9 (s, 2H), 5. 97 (d, J=7. 1Hz, 1H), 7. 09 (s, 1H),
7.28—=7.51 (m, 6H), 7. 78 (d, J]=7. 3Hz, 1H), 11.
50—11. 75 (br, 1H)
BLEGIS : 7 — (RPN AFY) —4—-00—-6—ALFIF /U

7= (RZPNWFFL) —6—ArFT—1, 4= RO—4—-F/0U />
(17. 16g) ICAFEMI> (14, 19ml) ZMA. mMEBEFRE 18
ML/, MIETHHEEZEEL., SoNEZEIZ2700RIVAICEBREL. Kis(kT
MU LKBREMATIVAVEICL., 7ooR)LAMEL. ook Az
W bUDATEBELE. BETEEZZEELTESNEREE %2, Yook
L7 (10/1) TEBIAULS N IO NS T o —iz kD3R
L. XEOILGMZE3. 82g. INE2 1% THE:,
'H-NMR (CDC1;,400MHz):64. 06 (s, 3H) ,5. 32 (s,
2H), 7. 30—7. 55 (m, 8H), 8. 56 (d, J=4. 9Hz, 1H)
EEFI9 4 {([7T— (NN FFY) —6—ARFL—4—-—FU)L] AF
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Pl =2, 5—CAFITFToUYS

PAFIWAIEFR (25m1) ITKBEREFRUTA (60W%. 1. 17
g) ZMA. 6 0CT30ONBBRBERICLAE. KIC4—TFTI /-2, 5-3%
FATZz /=)L (4. 00g) ZMAEBTI 045BEIE, 7— (RZINFF
9)—4—7DD—6—XF$9$/U>(4.36g)émzt°22%%%
PRERISBICKEMA Z o)L A#E L%, 27 008)L A% 850 5 7k =
FRUDLKEETHEEL., SAKREF MY YA TEELE., BETALSZE
LTRONIEESIIRAY /) — NV EMABERE L FH LU EE 2B 2R .
REOLEWMES3. 04g. NES5 2% THE-,
'H-NMR (CDC1l;, 400MHz):62. 05 (s, 3H), 2. 16
(s, 3H), 3. 58 (s, 2H), 4. 06 (s, 3H), 5. 32 (s, 2H),
6. 28 (d, J=5. 1Hz, 1H), 6. 61 (s, 1H), 6. 81 (s,
1H), 7. 28—-7. 42 (m, 3H), 7. 44 (s, 1H), 7. 49— 7.
54 (m, 2H), 7. 63 (s, 1H), 8. 39 (d, J=5. 1Hz, 1H)
HESHE (EST-MS, m~ 2z): 401 (M'+1)
BEHI1 0  N=- (4— {([7— (RN AFFL) —6—ARFi—a—% /1
W] AF} =2, 5-PAFN 7)) =N’ — (2, 4-<I)F4O07+
- gL 7

4= {l7- (RZDNFF) =6 —ARFL—4—F YT FF) -2,
S=TAFIVTZUZ (300meg) Z27O00K)A (5m ) ICARL %,
2, 4-2I7FOTZNAYVITFTF—b (200u 1) ZHA. 70CIET
1R L7z, RISRE., 20080 A/FHERY (75,/25) TRET?
UATN ORI 57—k OHERML. REOLESWE 36 8me. INES
8 ¥ Ti&7=.
'‘H-~NMR (CDC1,,400MHz):62. 17 (s, 3H), 2. 26 (s,
3H), 4. 06 (s, 3H), 5. 33 (s, 2H), 6. 29 (d, J=5.
1Hz, 1H), 6. 42 (s, 1H), 6. 76~-6. 93 (m, 3H), 6. 7
0 (s, 3H), 7. 30—7. 54 (m, 7H), 7. 60 (s, 1H), 8. 0
4—-8. 12 (m, 1), 8. 44 (d,J=5. 4Hz, 1H)
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BEF11l  N— (4— ([7— (RPN AFI) —6—APFL—a—F /1)
W] AFL) =2, 5—PAFNTrZI) =N — (2—AhFLT71x=J)
A
4={[7= (RPN FF2) —6—-ArFP—4—F Yl FF} -2,
S—TAFIITZUL (300meg) #2700KIA (5ml) ICHERL .
2=AbFTzZINAVTF—F (0. 24ml) ZMA. 70CICT1H
BELZ, KNZ., 700KV A/7ER> (75,/25) TEBETZSUH
TNIOIMTIT7 4 — Ik OBEEL, REOLEWE 36 5me. IN®EL 9%
TH.
‘H-NMR (CDC1;,400MHz):62. 17 (s, 3H), 2. 28 (s,
3H), 3. 83 (s, 3H), 4. 07 (s, 3H), 5. 33 (s, 2H), 6.
26 (s, 3H), 6. 29 (d,J=5. 4Hz, 1H), 6. 86—7. 06
(m, 4H), 7. 12 (s, 1H), 7. 30—7. 41 (m, 3H), 7. 46
(s, 1H), 7. 50—7. 56 (m, 3H), 7. 61 (s, 1H), 8. 11
—8. 16 (m, 1H), 8. 43 (d,J=5. 4Hz, 1H)
BEHI1 2 : 4— {[7— (ROI)NFFL) —6—-AbFL—a4—-%)L] #

F) —2—Jsoor=1y >
PAFIANEFR (3. 6m 1) ITAFELFFITA (60W%. 320
mg) EMA. 6 0CTT3 0N ERERICLAL, KIK4~F73I/-3—r0on
Zx /) EEEE (720mg) ZMARETL O9HBRE, 7—- (R>UNLA
F) —4-/00-6-ArFTF/ U2 (600meg) EMAS. 105C
T2Zﬁﬁﬁﬁ%ﬁmﬁtm%MXQDmﬁwAm&bt%\7DD$%A@%
BAFNERBEKRF T b U T L/KBHETHE L. EKE T N I ATE®R L. BT
THEEEZEELTHONZERIIICAY ) — L2 MAREBIKE L, FH L85
ZIR5IASHWL. XEOILEHWE 53 3meg. INE6 6 % TE-,
'H-NMR (CDC1;, 400MHz):64. 05 (s, 3H), 4. 08 (s,
2H) 5. 32 (s, 2H), 6. 42 (d, J=5. 1Hz, 1H), 6. 84
(d, J=8. 5Hz, 1H), 6. 93 (dd, J=2. 4Hz, 8. 1Hz,
1H), 7. 14 (d, J=2. 4Hz, 1H), 7. 29—7. 42 (m, 3H),
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7. 44 (s, 1H), 7. 49—-7. 53 (m, 2H), 7. 55 (s, 1H),

8. 45 (d, =5. 3Hz, 1H)
BEESHTE (EST—-MS, m/ z): 497 (M'+1)
§5W13:N—(4—{”—(NVVWﬁ¢9)—6-%%#9—4—$/U

V] AFL) —2—-2r7007x2)l) =N’ — (2, 4—7)0F07=)0)

v

4= {[7— (RZPNFF) ~6—-AbF—4—-F /U] FF} -2
—r7ao7z=U>(260meg) 2roO0m)lA (10m 1) ICEELER. 2,
4=7)0hA0T7cZNAVTF—F (198me) EMAEIRT2 BRI
Ulze RISHEE 7 0ORIVA /" 7Eb2 (10.1) TRETSLUHAFILS O
NhTIT74—ICKOKBEL, REOLEWE337me. [NR9 4 % TE-~,

'H-NMR (CDC1;, 400MHz):64. 04 (s, 3H), 5. 3
2 (s, 2H), 6. 49 (d, J=5. 1Hz, 1H), 6. 86—6. 96 (m,
3H), 7. 10—7. 17 (m, 2H), 7. 22—-7. 28 (m, 1H), 7.
28—7. 41 (m, 3H), 7. 45—7. 53 (m, 4H), 7. 96—8.
04 (m, 1H), 8. 27 (d, J=9. 0Hz, 1H), 8. 49 (d, J=
5. 4Hz, 1H)

HEDHE (ESI-MS, m 2z): 562, 564 (M'+1)
Higfl14 :N—-{2—-/r00-4—-[(7-bFROF—6—ALF—4-—F
JUN) AFL] Tz} =N' = (2, 4=YI)WhFBTc=)L) ULT

N=((4-{[7-(R>ZNFF) —6-—AbF—a—F Y )] AF}
—2—7007x)k) =N’ — (2, 4=IU)0FAaT7z)) LT (21
Smg) &, PAFILFINALTIE (1 1ml) ITEML., /NS ARE (2
15mg) ZMA. KEFHKJITERTIBBHRL. KISKICERE LTIV (3
Om1l) ZMA. 57 bMBBLE., AEERETEEL, ZHOLSYWE1 7
4mg. NFEI 6 B THE,

'H-NMR (DMSO-—ds 400MHz):63. 94 (s, 3H), 6.
47 (d, J=5. 1Hz, 1H), 7. 01—7. 11 (m, 1H), 7. 18
—7.36 (m, 3H), 7. 44—7. 52 (m, 2H), 7. 95 (s, 1H),
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7. 98—8. 13 (m, 1H), 8. 23 (d, J=9. 5Hz, 1H), 6.

50 (d, J=5. 1Hz, 1H), 8. 81 (s, 1H), 9. 31 (s, 1H)
HESHME (EST-MS, m z): 472 (M'+1)
BUEFI 15 : 4— {[7T— (ROPIFAF) —6—ArFi—4—F /)14
F) —2, 3=—TVAFINT=Y
PAFINRAINEFF (6ml) ITAKRFEF UYL (60wt %, 0. 32
g) ZMA. BERT3O0SMBEBRLEE, 4-73I /-2, 3—AF)NT7x/
—J (1. 10g) ZIMRAEIRT] OHMBHRLAE., RIZT7T— (R FF)
—4-—2700—-6—ALFF /U2 (1. 20g) #MA110CTO6 R
L7z, RIGRICEAFIREEKRE T M) D LAKBHENMAZ, 700K ATHEL.
soOf)VABEEKMBET SR TATERLUE, BETBEEZEELTES
NeREE, yoaR)A S TR (6,1) TRETS Y AX)7a< b
T574—ICXDBEL. ZEOLEHE0. 78¢g. NE49 % THE/:,
'‘H—NMR (DMSO-ds, 400MHz) 61. 87 (s, 3H), 1. 96
(s, 3H), 3. 97 (s, 3H), 4. 78 (s, 2H), 5. 23 (s, 2H),
6. 12 (d, J=5. 3Hz, 1H), 6. 54 (d, J=8. 4Hz, 1H),
6. 69 (d, J=8. 4Hz, 1H), 7. 27—7. 51 (m, 7TH), 8.
31 (d, J=5. 3Hz, 1H)
BEFILIE  N— (44— ([7— (N>D)FAFL) —6—ArFT—a4—F
UINFFL) =2, 3-VAFLTI=) —N' — (2, A—UINFOT
=)L) D17

4= {[7T—= (RZZNFF) —6—RAPFT—a4—F)JNJFF) —2,
3—IAFNTZ=YU>(260meg) N, N=ZAFIHRJIATIR (5m1)
BB LR, 2, 4—-27)0F07z22)b1V37F—k (12 1mg) &
ATCERT—BRRIGLZ. AF/—I)L&2MA. BETGEELZEEL TESNARE
TE, ALY ISR BRLU, REOLGEWE2 1 9meg. NE6 1% TE,
'H—NMR (DMSO-—ds 400MHz) 1. 99 (s, 3H), 2. 17
(s, 3H), 3. 90 (s, 3H), 5. 24 (s, 2H), 6. 18 (d, J
5. 1Hz, 1H), 6. 95—-6. 98 (m, 2H), 7. 25—7. 63 (m,
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9H), 8. 05—8. 08 (m, 1H), 8. 34—8. 36 (m, 2H), 8.
79 (s, 1H) '
BWEFL17 : 7T— RPN FAFY) —4— (3—I)Aa—4——_ruzz/
F) —6—AbFF /1)

soOR>EY (3ml) 27— (ROPNAFY) —4—roo—6—RA'k
FF/U2(300mg). 3—7ihFa0—4—=bO7z/—)V(785mg)
ZREL., 1 30CTHRHMBE®RLE, RISIRICZaafR)bA, KELF U
LKEIREMA 1 FEE#BR L2, KiSE 7 oORVATHEL., ZoofkLA
ExBRMES AT LTHELE, METEEZZEEL THSNZKRS 2,
NFYEBEIFIV (1./1) TRET2EBI YAV OS5 T 4 —
WL OBEHEL, BEHOLEMZEL 9 Tme. B4 7 % THE-.
'H-—NMR (DMSO~—ds, 400MHz) 63. 83 (s, 3H), 5. 25
(s, 2H), 6. 91 (d, J=5. 1Hz, 1H), 7. 29—7. 50 (m,
9H), 8. 18—8. 23 (m, 1H), 8. 56 (d, J=5. 1Hz, 1H)
BEFI18 : 4— (4—F3XI)—-3—-7)F0Tx=F) —6—AbFI—7
-F /U /=)

7T— RN FFY) —4—- (3=-7)F0—4—-—=—_ta7xz/F) —6
—ARFF /U (190meg) ZN, N=PAFNUEIALATIE (5ml).
MIZFLNTIZ (Iml) THEHFEL, KBIENS DDA (40meg) ZHIX.
IKEFEK[TERT BB L, METAEEZEEL CHOoNKEE, 7O
OFRINL AE /=) (20/1) TREATZEBG> VAV N0 T TT7 4
—IZEZ BRI, ZEOLLEYE 7 5meg. INES5 6 X TERE,
'H-—NMR (DMSO-—ds 400MHz) 63. 87 (s, 3H), 5. 11
(s, 2H), 6. 29 (d, J=5. 1Hz, 1H), 6. 77—6. 80 (m,
2H), 6. 93—=6. 99 (m, 1H), 7. 19 (s, 1H), 7. 40 (s,
1H), 8. 31 (d, J=5. 1Hz, 1H), 10. 03 (s, 1H)
SHEFI1 9 : N— (2, 4—7)Foyvcz)l) =N’ — {(2—7)Fo—4
— [(7-EFOF> —6—ArFT—4-F /U AF2] 7=V} ILT
4— (4=F2)=3=-7)a4a7z/F) —6—ArF—7—-F/1))
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=) (70mg) 700Kk A (1. 5ml). N, N=ZDAF)LHIAT IR

(Im 1) ICBBELEE. 2, 4-27)NFA0 Tz 14 VL FPF—k (4 3m
g) EMATERTIMERIELA, REBKICAY /—IL ML, BE FEREs
BELTHESNEESE, 700KRLA/ A /=)L (20./1) TEETE
BIUATFNIZOTRT I 70—tk 0L, EEOILEWE T BWITE:.,
'H—NMR (DMSO—-ds, 400MHz) 63. 94 (s, 3H), 6. 47
(d, J=5. 1Hz, 1H), 7. 04—7. 10 (m, 2H), 7. 28—7.
34 (m, 2H), 7. 47 (s, 1H), 8. 05—8. 15 (m, 2H), 8.
30 (s, 1H), 8. 43 (d, J=5. 1Hz, 1H), 8. 97—9. 03
(m, 2H), 10. 10 (s, 1H)
EEM20 :4—200=-6—-ArFL—7—F/1 J—)

7T (RPN FAF) —4-2700-6~-AXAPFTF /Y2 (100me).
FATZ) = (300u 1), AZUANEKRVE (250 1) 2RYU 740K
FORAVIEE (1m 1) ICAEFEL 3 0 MEETERL A, I TEEsS2E
L. @S5S ICKBIET MY AKBEEMA BT L. ~FH 2 %0025
BRE LT, #RERIAML, RED(LEWES 3me. INL7 5 %TE-.
'H=NMR (DMSO—-ds, 400MHz):63. 98 (s, 3H), 7. 3
3 (s, 1H), 7. 36 (s, 1H), 7. 47 (d, I=4. 9Hz, 1H),
8. 54 (d, J]=4. 9Hz, »lH), 10. 37 (br, 1H)
BiEpI21 i 4—2700—-6—AbF>—7— (2=—ARFTh+3) F /1

>

4—=27800-6—-ArF—7—-F /=)L (50meg). #EHUITLA (4
Omg). 3VET S —n—-TFNTEZIA (9meg). 2—-TOFEILFI
AFNIT—=FI (40meg) EZN, N=ZAFILRINALAFTIR (10m 1) I0E&
LTOCTIMRBRLL, BETBHEEZEZEL. BN BI ICHMREEKSE
FThUTLKEEREMAZDORIVATHEL, 7OoOR)VABEREF Y ™
LTHEZELZ, BETHEZEEL TEShERSIE, ~"FH /T ro /¥
200X (6/72,/71) TRETS VOISV IOI KT T T 4 —I12k 08
B, REO(LEGWE4 Tmeg., WET7 4% TiEE,
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'H—NMR (CDC1;,400MHz):63. 49 (s, 3H), 3. 88—
3. 90 (m, 2H), 4. 04 (s, 3H), 4. 32—4. 35 (m, 2H),
7. 35 (d, J=4. 9Hz, 1H), 7. 40 (s, 1H), 7. 43 (s,
1H), 8. 57 (d, J=4. 9Hz, 1H)
BUEHI2 2 : 2-2700—-4—-({[(6—AFFT—7—(2—ArFThF)

—4—-—F/)NAF TZU
PAFNAINEFR (2m 1) ITKRIEF R ILA(BO0W%. 153meg)
ZMAi. 6 0CT3 0nBRB=EEIZL, 1—-73/-3—-rpoorvz./—)lig
BeiE (343meg) ZMAFIRTI OB LE, KIZOAFILZLFRET R (2
ml) CEFELZ4A4-00-6~-ARFT -7~ (2—ARFLTrE2) %
/U2 (254mg) ZMA110CT—HBRLAE, KEKICKEmNZ 200
FIVATHHB L2, 7 008NV ABEEFIREKSEF N U AKEBBETES L.
KRBT NV LTHR L, BETAREZEELTESNARKREZ2, »on0
TIWL TR (773) TERETALUASFINLIOTRTS T o —lzk D
"HL. REDILEWEHE.
'H—=NMR (CDC1l;, 400MHz):63. 49 (s, 3H), 3. 89
—3. 91 (m, 2H), 4. 02 (s, 3H), 4. 09 (s, 2H), 4. 33
—4. 35 (m, 2H), 6. 43 (d, J=5. 4Hz, 1H), 6. 85 (d,
J=8. 5Hz, 1H), 6. 93-6. 96 (m, 1H), 7. 15 (d, J=
2. THz, 1H), 7. 41 (s, 1H), 7. 52 (s, 1H), 8. 47 (d,

=5. 1Hz, 1H)
HiEFI23 : 2—2rv00—-4—-[(6, 7T—SARFL—4—FFJY—)L) F%

2 =L

PAFINANNEFE (40m 1) IZKFEILFPUTA (60W%. 5. 80
g) ZMA. 6 0CT3 OHMBBERICILAE, KIC4—-FI /-3 —roOno7
T/ IVERE (13, 058) 2MAEIRET] 049\ER%. J. Am. Che
m. Soc., 68, 1299 (1946). J. Am. Chem. Soc., 6
8, 1305 (1946) HRECEBINDSILOIRIBAFERBICL>TERLEY
ooFFV ) CBEEERTHD, 4—r00—6, 7T—SARFIFFU1Y > (8.
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14g) ZMA/. 110CT3 0B LAE. RISKICKZMA Y OOk
LHH L7z KNT, 700NV ABZBEFIREKEZEST MU AKBETHESL .
TOKBBE T MU D ATHRLUL, BETAEZEELTEONARIIIAY /) —
WEMABEBRE L. fTHLAEREZERSIABL., ZEOLEWE9. 13 g,
IR 7 6 % THE.
'H—NMR(CDCIL4OOMHZ):64.05—4.08(m,8H%
6. 85 (d, J=8. 5Hz, 1H), 7. 00 (dd, J=2. 7Hz, 8.
8Hz, 1H), 7. 21 (d, J=2. 7THz, 1H), 7. 32 (s, 1H),
7. 52 (s, 1H), 8. 64 (s, 1H)

HE HME (EST—-MS, m/ z): 332 (M'+1)
BUEHI2 4 : N—XRZDIIN—-N=- (2, 4= 7)Far7x-=JL) 73>

2, 4=7A07=Y> (2. 37Tml), XZXF7IFEEK (2. 36m
1) ZBELIZAZ /=) (46m 1) ICHEETSYRIYA (5. 59g) &4
EOEBZMNA. ERT4 5 7B L. KB FAREMFIEFRUTLA (2.
64g) ZMA., BiRT1IRHEBRLEZ. BETEEE2ZEEL, K. BEEIFI
EMABEL. 51 b3BLI. FREEZHETTFILCHE L. EAREESF -
DOLTHERLU, HETERZBEREL TBONERIE, AFHL / TER>
(30/1) TERHETZ2UATZ NV IO M TSI T4 —I1ZE0ERL. EEO(L
EME 3. 04g. REE6 0% THERE,

'H—NMR (CDC!;; 400MHz):64. 34 (s, 2H), 6. 56
—6. 82 (m, 3H), 7. 25—7. 38 (m, 5H)
BEFI2 5 : AFIN 44— (RINFFL) —5—AbFL—2-—= kO

V- b
MIRDAFINZL—F(508), KEHNIIL (7T6g) 2N, N—IAF
WHRIVATI R (200ml) ITHEMEL., BIEXP)L (33ml1) #1045
WTHETL, BIRT—BE#E L. K220 0m 10X, BEEETFILTHEE.
S SITHBAICRAfIREKREMA BB T F)L THL Uk, SHEMEICHEES R ™
LEMAFMRE LIz, RIT, AHMEZEZSBRBET CEABREZEEL. Boh-mE
EATERCTTHRTDEOACOENEE 6 8 g5/z. T, KA T TERE 1 0
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Om 1 BXUMHEE2 00m 1 A, SERIBHRERICKEMIE. B5N7-Bik
EOMU., KRTHRHEBLEZERY S THBIEREO(LEWE T 4 g5, IX
29 3%,

'H-NMR (CDCls;, 40 0MHz):3. 90 (s, 3H), 3. 98 (s, 3
H), 5. 21 (s, 2H), 7. 08 (s, 1H), 7. 31—7. 45 (m, 5
H), 7. 51 (s, 1H)

BUEGI26 1 T— (NP AFAFL) —6—AbFI—3, 44—k Ro—4 —
FFY) )

EFRTTAFIV 44— (RZPNNFFY) =5 —AbFr—2-=raxRv
I—h(15. 0g) ZEBE (200m 1) IZEMBE. 8 BKR) (13. 2g)
ZMA. 90EETHEL IR LE. BoNKBOBEKELS 1 38
U. BFER T L7c. BHRICIBEBR EMA %, BEEREEET S & BEISHT
HU7z. B5EhRESRL. BEBEIFIL, T—F)LTHEL. BZEESTT
B L7z, BiWT, BoNE@HICZ700RILA. Ay /) —LamzdABIw
Tt&. 1 0 %/KB LT B U D LKBREMABHEL. S 5I1Cy 00mIVATH
U, KRTHRELZE, FRMEZHEEST N JATERL., RIC, EHEs 258
BBIET CTHEZHEEL., BoNEREZEER T TEEL, XFIL 2-7F
R4 (RODONFTFL) —5—AMFIRIJ/I—FOMHBEME9. 5

g @7, INFET 0%, |
BENEAFI 2732 /)—4— (RYDNAFL) —5—X hFLR2
I—hr(650mg) ZN, N=TJAFIFIATIR (15ml). A¥/—)b
(3m 1) ICHEML. FLATI R (0. 46m1), FRUMARREFLE (3
73meg) EMA. 100BETREL. —Wele L/, TEETANEKE 1
OmiMA . 1MEEKTRIGEEFHT 5 EBEIHE LS. BEzESTL.
K T—F IV THEBHEZERY T TG, ZEOLAWES 6 6 meiiim, I
BT %,

'H—NMR (DMSO-di, 40 0MHz): 3. 88 (s, 3H), 5. 25 (s,
2H), 7. 23 (s, 1H), 7. 33—7. 49 (m, 6H), 7. 97 (s,

1H), 12. 06 (br, 1H)
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BLEFI27 17— (NPPNFAF) —4-—roO—6—ARFIEF I

7= REDVNFFY) ~6—AFF—3, 4—-JERO—4—FF1)
> (400meg), PAVTOELIFNTI> (0. 3ml) ictE 8y >
(515m1)%m2\ZOﬁﬁﬁﬁbtoiﬁtﬁﬂ%‘lO%m@mT%U
VLKEBREMA. 700 ATHE LU, BEEZFHREF N A TERL.
FHRMEZ5BREET TERELZEBERL, BoNABEFETR Y THRL. =
AMOLEHZE420megRBl. K9 9%,
'H-~NMR (CDCl;, 4 00MHz): 4. 08 (s, 3H), 5. 34 (s, 2
H), 7. 35—-7. 51 (m, 7TH), 8. 86 (s, 1H)
BLEFI2 8 : AFI 5— (REIIFAFL) —4—ArFL—2-—=—rox>

JI—k
MRDAFI 8- FOF—4-RAbFINIVI—F(10g) REH
Ui (23g) N, N=ZAFNUFILTIE (50m1) EMmL. &4
RPN (6. 5ml) 21 09N THTFL, SBT—BBRLE. K%E2 0
Om | Mix. BEEETF)LTHMIE. & 5o 0 IC BRI B MK 2 0 A BelE T L
T L7z, BREICHE T U A IMASE L, Ko, FEHEE 2 E5H
ETTHEHEEEL. SoNAREEZHER T THHBTI EHQOERKES .
4 g8k, HNT, B5NAEET. 0g%7 5 RTICAN. KAFCEE: 1 0
Om | BEUREE2 0 0m | MR, SIRIBERZICKEMAIZ, 185N 7-EA
EBMU. KTHAB®S LEZR T THRSCEREDOLEWET. 9 giir.
IE 9 6 %,

'"H—NMR (CDCls, 4 00MHz): 3. 89 (s, 3H), 3. 96 (s, 3
H), 5. 21 (s, 2H), 7. 15 (s, 1H), 7. 34—7. 45 (m, 6
H)
BIMEGI2 0 1 6— (NOUNAFL) —7T—AbRFL—3, 4—-VbRo—4—
FFVY )

ZRETTAFIN 55— (RINFFL) —4—-RAFFP—2—=hOR>
T—h (15. 8g) #EEE (200m 1) ICEME. 8 U9 (13. 9g)
EMA, 9 OEETREL 1 BERBRLE. B5NEREOEKE LS - 56
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U. BFEE TR L7z, BHRICEBEBE ZMA /2%, BE2HEEES 2 & BALH
Uz, BoNBFEZAWMUL, BFBETFIL. T—FITHEL. BEE2TT
HEL. BT, BoNABFICIOORIA. A/ — L aMiATABES &
e, 10 %AKBELT b U AKBEEMABRELZ, = 512 00 4T
U, KTUHIFLIR, AHRMEEHE T N IATERL. KIZ. GHEEE 28
BIMET TIHHEZERL, BOoONALREEZEZER T TEHIBL., AFJ) 2-7F
2/ =5— RINFFL) —4—-APFIRIVI— hOEERME10.
4 gf3lz. WE7 3%,

"ONTEAFIV 2T /)—5— (NI AFAFL) —4—ARFIRLY
IT—h (5. 0g) EN, N=ZAFIUFILATIRE (150ml). A& /—Jl
(30m 1) IZHEEL, "NVATIR (3. 5ml). FRUITAARFELR (2.
8g) ZMA. 100EETHRIEL., —BBHRLE., ZEFTEHAEKE L Om
WiR7z. 1 MEBEKTRIGKE RT3 EEBEEHEISTFHELZ, BEE238]L. K.
IT—FINTHRFREZER T THEHEL, REOILEWE 3. 7TgB-. WET6
%o
'H—NMR (DMSO-d, 4 00MHz):3. 92 (s, 3H), 5. 21 (s,
2H), 7. 16 (s, 1H), 7. 33—7. 49 (m, 5H), 7. 55 (s,
1H), 7. 99 (s, 1H), 12. 06 (br, 1H)
QEWSO:G—(N>9w1$>)—4—7DD—7—%%#9$%7U>

6— (NZDVNFAF) —7T—AMF—3, 4a—-JbRO—4—x4+J1) )
> (3. 5g). PAVTOENIFNTI>(11. 5ml) icAFI8EEY >
(3. 1m1l) ZmMA. 2 05M&RL, BEICHAHE, 10 %KEALFT Y
TV LREREMA, 20 ORIV ATHME U7z, BEEEEET Y 7 A TEEL.
FHEZSBRBET TAREZEEL. BoONABELEZR S THEL. =
BoibamE 2. 9egB/iz. INEL7 2%,

'H—NMR (CDCls, 4 00MHz):4. 07 (s, 3H), 5. 32 (s, 2
H), 7. 35—7. 53 (m, 7H), 8. 86 (s, 1H)
BEFI3 1 : 4 ([T = (NN FAFI) =6 —ArFL—4—F51 =]

1

FFxF) —2—roory=-y >
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7T— (RDIFF) —4—-—rpoO—6—ArF2FF 1> (30. 0g)
EFRSTFNTEZTLZOY R (13. 9g) 27 R (400m1)
CEBFLUERTHRIBL. ZOBKIC2 0 BKEILF MU T AKEHK (64m 1)
WCIERLI4—-73I/)-3—-/uan07x/)—)EME (36. 0g) #@HmLE
&, SHREIMAMBR L. ZEETHAL. yook)LA, KEmMx-groo
TIVATHBL . BEFUREKRET DU AKER, BMEEKTHERSEL. EKE
BT MUTLTEBRLU, RIC, BEF MU TAERELER, BEEEELT
"BONIKEZAY /- THhid L TEONZEERE2EE R T CRIELE L /-
ETARBOLLEYN3 6. 6giFo5N/z, XX 0%,

'H-NMR (DMSO—-ds, 400MHz):63. 96 (s, 3H), 5.
34 (s, 2H), 6. 86 (d, J=8. 8Hz, 1H), 7. 00 (dd, J
=2. YTHz, 8. 8Hz, 1H), 7. 22 (d, J=2. 7THz, 1H), 7.
35—7. 54 (m, 7TH), 8. 53 (s, 1H)

BHiEFI32 : N— (44— {[7— (REPIAFY) —6—AbFT—4—FFV
UZ)] FF) —2—-roorz=)k) —N' —Z7o)oLy

4= {[7— (RZDNFFL) —6—AbF—4—-FF/U)L] FF3)
—2—7007ZU2> (12. 2g) 28K700FRINLICHERLF%. U
FNTI (8. 4m 1) ZHMUERTHEAL L, KiCEKRy7OORILL (1
2Zm 1) WWhUBAT Y (4. 5g) Z2EMUBERPICH T LR, EET20
LR n—70EIFTI> (4. 9ml) 2MA/. BETSSIZ 1K
M T2 CHBEFEMTH L, COBAKZEEL 2 00KV L THRET S &
REOLEWNI. 4gFoniz. K6 3%,

'H-NMR (DMSO—-ds, 400MHz):60. 91 (t, J=7. 3H
z, 3H), 1. 44—1. 50 (m, 2H), 3. 06—3. 09 (m, 2H),
3. 98 (s, 3H), 5. 35 (s, 2H), 6. 97—7. 01 (m, 1H),
7. 23(dd, J=2. THz, 9. 0Hz, 1H), 7. 37—7. 57 (m.
9H), 8. 20 (d, J=9. 3Hz, 1H), 8. 55 (s, 1H)
BERI33 : N—-{2-2700-4—- [(7-EROF —6—RARFL—4—*

S =)L) AF) Tz - N —FoenyLy
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N—=(4={[7- (RZZNFF) —6-—AbFP—4—FF U] F
Ft —-2-7007z2)b) =N —7ObBIILT? (42, 2g) 2rU 7
WADOEEE (200m 1) ICBBL7E®E. XFZIKRE (11. 1ml) %
ZRNL 10 0CT4RMM®BRLZ:, ERETREL M 7)LA OFB 2 MEZSEL
oo BROZIBEWIZIIOORIVA, AF /) —)LEMA. 10 %KE(LFRY DA
KEWTIEMHE L7z, /KEZBERE THNT S EEEMTELE, BohAE
FEK, AF /=) T—FTIOIETHEUEERY T TRETESR T2 L =E
DIEEW2 0. 7TegnNBEBsNE, NE6 0%,

'‘H-NMR (DMSO—ds, 400MHz):60. 91 (t, J=7. 3H
z, 3H), 1. 42—1. 49 (m, 2H), 3. 06—3. 17 (m, 2H),
3. 84 (s, 3H), 6. 65 (s, 1H), 7. 03 (m, 1H), 7. 14 (d
d, J=2. 7THz, 9. OHz, 1H), 7. 20 (s, 1H), 7. 35 (d,
J=2. 7Hz, 1H), 8. 05 (s, 1H), 8. 14 (dd, J=2. 7H
z, 8. 8Hz, 1H), 8. 19 (s, 1H)

BEiEFI34 : 6, T—VARFo—4—FFVynor

2=72X/=3, 4=CAFILZEFEAFIL (20. 0g. 94. 8mm
O)IKARILATIR (150m1) WX T, 8. 5ERI1 6 0CIzmmEl /=,
Ric#zmAZ. »i@dL. SOz Kk (100ml X 2[E) THkEL7:x,
e LR ZBETZR LT E 1 7. 85¢g. INE9 1. 5% THE~,
'H-NMR (DMSO—ds, 400MHz):64. 01 (s, 3H), 4. 0
2 (s, 3H), 7. 14 (s, 1H), 7.34 (s , 1H), 7.61 (s,
1H), 7. 97 (s, 1H)

BEFI35 : 4—r00—6, 7T—IAREFEIFFSUYD

6, 7T—-CAbF—4-FFvyno> (50. 1g. 0. 24mol) A
RZ2 (250ml) BIUFFHEHU > (250ml=412. 5g. 2.
69mo ) ZMAT1I20CTIKRKMBRLSE. ERETHHE. HETEH
DAF ALY EBEL, BEZKK(1000m 1) ICEE roORILA (1
000m1l) ZMA/Z, 2 0%KEEIF NUDLTKEDPHEG. 5ICHHEL.
BRECKBEDWRU/Z, 2RUEHEEZ/K (1000m1 X6[E) TiEL
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T BT MU D ATHRL2%, BEBGELE. BEICTFFSEROYSY (4
70ml) ZMARKL., —5C~—10CETHRHAL. i - &L TEHYY
#38. S5g. NET71. 4%THE)*x,
'H-NMR (DMSO—-ds, 400MHz):64. 09 (s, 3H), 4. 0
9 (s, 3H), 7. 14 (s, 1H), 7.34 (s , 1H), 7.61 (s,
1H), 7. 97 (s, 1H)
BLUEFI36 : 4—r0d—6, T—ARFFFYS

6, 7T—=2AbF—4-FF /o> (10. 0g. 48. 5mmo l) IZk
WL (100ml) BROFAFHEI (7. 4g. 48. 6mmol) %
MATLI20CTO6. SEMEBHRLL, ZRITHHAZ. B@EL. LT (1
OOml. 50ml) THEHFLT, 522, BMMZ 1 1. 5g. INLQ 1%T

F7=,
#EGIIT7 44— (4 =72 ,/—3" —roo) —Jx/)F—6, 7T—IA
hELEFVU

4—-73/-3— 7007z /—)ViEEEE (14. 6g. 8 1mmo 1) iZxk
B> b T LA (8. 5g. 0. 21mol) BEUK (90m 1) EIMAARRE
s, 4—2700-6, T—YARFIFFUYL (12g. 53mmol) B
KOCAFINIFIT > (225m 1) 2MAT. 2BHEERLE. KISKED
5 0 CITwmANE, JoafibL (600m 1) BKXUK (500m 1) #mMAT
1 ORIt LZ%E, ARELKEENIRL. HRLA/KBEEIZ ORI
LH (250ml) ZHA. 1 04MEBBLZE. SELE, BoN/-AHE%HE
FERFEL . KEZBL, BEICAY /=)L (50m 1) 2% 3 0 5RMmEL -~
®., Wi - LR UTEMME 15, 6g. INE85%THE:E.

'"H-—NMR (DMSO—ds, 400MHz):063. 95 (s, 3H), 3. 9
7 (s, 3H), 5. 33 (s, 2H), 6. 85 (d, J=8. 8Hz, 1H),

6. 98 (dd, J=2. 8Hz, J=8. 8Hz, 1H), 7. 20 (d, 7

=2. 8Hz, 1H), 7. 36 (s, 1H), 7. 51 (s, 1H), 8. 53 (s,

1 HD
HEHI38 4= (4" —F3/—-3" —rod) —7Zx/F—6, 77— A
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| s A
4—-73X/-3-7007x/—)VEEE (1. 3g. 7. 2mmo 1) 122
0 %/KBEILT FUTLKEK (3. 5ml1) BLUK (2m 1) #MIBREE H.
4—-00—-6, 7T—ARF2FFS1)2 (0. 8g. 3. 6mmo 1), » O
ORIA (6m1) BEUEF I TFATEZTIALATOIR (0. 58¢g. 1.
8mmo 1) ZMAT., 2KMEBRL/Z. RISKZGHRE, ook L (10
ml) BRUK (10m 1) 2MA T OB LR, BB L KBEHE
Uice PRLUTZ/KBZEICZ7OOFRIVA (1 0ml) £2MZ. 1 048kl ~
&, L. BoN/-AHBZMTEBMHEL. BEZE/, BEICAY J—)L (2
ml) ZMA30EMEBELE, EE - - ZRLTCEME 1. 0g. [NES 3
% Tz
EFll N— (2, 4=27)F0X2P)) =N —{4— [(6, 7~ X
b —4—-F/0)) FFT] —2-u)iFor7z=J)l} IL 7

4= [(6, 7T=IAbF—4a-F/U)) AF] —-2-7)Far7=v>
(100meg) ZhIL> (5. O0ml1), PUZFITFTI> (1. 0m 1) 12hn
BB LUIR, 200Xy (1. O0ml) IKEELAERIUKRAF> (103

mg) ZMAT3HEMAERLEZ, RiZ2, 4 -2 7)4AaR22II 722 (5
dmg) ZMAT, &5IC5HEMARN L/, RISHEICEfEEKEFT U Y
LREEZMA, 700FR)VATHEL, Z7oofR)VAEZEKEEF N L
THRLZBETBEZERL THRONERSZ. 700RIVL/ TER (2
1) TREATZ2UATIVZ7O0X TS 7 0 —ICk 0L, EEOILLEY %
123mg. NEB 0% TR/,

'H-NMR (CDC1ls;, 400MHz):64. 02 (s, 3H), 4. 03

(s, 3H), 4. 47 (d, J=5. 9Hz, 2H), 5. 78~-=5. 90 (m,
1H), 6. 46 (d, J=5. 4Hz, 1H), 6. 74—6. 99 (m, 4H),
7.03-7.14(m, 1H), 7. 35—7. 44 (m, 2H). 7. 50 (s,
1H), 8. 16 (t, J=9. OHz, 1H), 8. 47 (d, J=5. 1Hz,

1 H)
HE8o#E (FD—-MS, m/ z): 483 (M)
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EGI2 - N— {(4— [(6, 7T-PAbFT—4—-F/UJ)) FF] —2—-7
A7z =N — (2—=7)VFaxTF)) w7
4—[(6, 7T=UXbFr—4-F/UN) AF] —2=-T)Fn7=U>
(100mg) ZhILT> (10ml). PUZTFINFI> (0. 5ml) iz
BRELER, 22700A%> (1. 0ml) ICBMLAERNIEZIF> (47Tmeg)
ZMATS oEMBRERLZZ, KIZEBE2 - TJNAOIFNVTI> (42me)
ZMAT. TSI SHHMEER L . RINRICHEFIREE/KRSZET U D LAKER
ZINX. BFERTFI)ILTHIHL . BEES T F IV E A EKREE T R O A TER L /=,
METEEZEREL TERONAERSE, 700KRKLVA/ TER (2/1) TE
TS UATINIORM ST —ICL0BRL,. BEOLEME 9 3me.

W7 2 % T&7k.
'H—NMR (DMSO-—ds,, 400MHz):63. 40 (m, 1H), 3. 4
7 (m1H), 3. 93 (s, 3H), 3. 95 (s, 3H), 4. 42 (t, J
=4. 9Hz, 1H), 4. 54 (t, J=4. 9Hz, 1H), 6. 51 (d,
J=5. 4Hz, 1H), 6. 88 (m, 1H), 7. 05 (m, 1H), 7. 28
(dd, J=2. 7THz, J=11. 7Hz, 1H), 7. 40 (s, 1H), 7.
49 (s, 1H), 8. 21 (m, 1H), 8 47 (br, 1H), 8. 48 (d,
J=5. 4Hz, 1H)
EEHHE (EST-MS, m/2): 404 (M+1)
Efgl3 : N— (4= [(6, 7T—VXRFL—a—F/UJL) FF] -2 —
7Aooz )l =N’ — (2—=FBUZIVAFI) LT

4—[(6, 7T—YRAMF—4-F/U)) AF3] —2-7)F7=y >
(100mg) Zh)Z(5ml). BUZFILTI (1m ) ICHEEL 15,
CUOOAY ATERUIEFURRS S (104me) EMATY 7590 R%E
5HRIL7. KiT2— (73X AFI)

BUDY (40u 1) A, MEEHE 2 BRI L7s. RISHEIT BRI 5 Bk 25

FUDLKER (1m 1), Z7oOooR)bs (2m 1) AT 1YV THICHRFL.
ORIV ATHELZ, BIETBEFEZEEL TESNZRSE, soobibh
AT =8 1) TEREAT U AT N0 M ST 0 —ICL DL,
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REOLEMZE126meg. NEE 8% THE/-.

'H-NMR (CDC1;, 400MHz):64. 07 (s, 3H), 4. 09 (s,
3H), 4. 61 (d,J=5. 4Hz, 2H), 6. 40—6. 50 (br, 1
H), 6. 61 (d, J=5. 9Hz, 1H), 6. 92—7. 01 (m, 2H),
7. 21—-7. 25 (m, 1H), 7. 36 (d, J]=7. 8Hz, 1H), 7.
56 (s, 1H), 7. 68—7. 78 (m, 2H), 7. 75 (s, 1H), 8.
27—8. 34 (m, 1H), 8. 49 (d, =6. 1Hz, 1H), 8. 55
(d, J=4. 1Hz, 1H)

BE45#E (FD—-MS, m/z): 448 (M)

Ehifl4 N=TUIN—N" — {4 [(6, 7TPAF—4—F/JJl) F
] —2-7)Ao0T7z=)L} LY

4—[(6, 7T—IAMF—4-F/U)) F] -2-T)Fary=y>
(100meg) ZF)T>(5ml). PUITFITFTI> (1ml) ITERL /.
PoO0OXY ITHEBLIZRNIKRAT Y (104me) 20z, MBGERE 545
L7z KICTUINTI(22mg) 2MA T, TSICMERRZ 4 BFRIL /=,
BOSHRICEFREE K FZEFT Y U LKEBKR (1m 1), Z7oodkibs (2m 1) &0
ATAVITEICHRFL. JO00RIVATHEHLE., BETAEEZBELTESRN
e EE, yonRivA S TRy (21) TERT A UATIL2OX NS
74 -ICKOBHEL, REOLEHWE 1 25me. INE9 8 ¥ THk,
'H—-NMR (CDC1l;, 400MHz):63. 91—3. 96 (m, 2H),
4. 06 (s, 3H) ,4. 09 (s,3H), 5. 14—5. 20 (m, 1H),
5. 26—5. 33 (m, 1H), 5. 58—5. 66 (br, 1H), 5. 86
—5. 98 (m, 1H), 6. 56 (d, J=5. 9Hz, 1H), 6. 88— 7.
01 (m, 2H), 7. 23 (s, 1H), 7. 55 (s, 1H), 7. 66 (s,
1H), 8. 26—8. 33 (m, 1H), 8. 47 (d, J=5. 9Hz, 1H)
HESE (FD—-MS, m. 2):397 (M)
EWEfIS  N— {(4—-[ (6, 7T—AbF—4-F/J)) FF1—-2-7
Ao T7z=)l} = N' —=JFoEiloL7y

4—[(6, T—YANFY—4—F))b) AFv]—2—-T)Fary=y >
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(100mg) 2hNVT> (10ml), FUIFIFI> (2m ) IcEMmL~
B, D7O0XY CHERBLIEMIRZS > (104me) 204 TS5 SR Hns
BiLZ, XICT7OEBNTI> (29me) M. 4 0459REmMEERLAE. K
JSHICEBIFIRBEKR R T b U T LAKBIREMA . MEETFIL T L/~%. BFEET
FINVEBZEEKBE T N VATERL-.BETEE2BERLTEONEBI A,
Z700FRNVA/RE =)V (10/1) TEBRISEEBUAFINr/OTRTS
T4 —ICXDHEHEL, REOEHWZEZ8 I9meg. WET 1 %TE*-.
'H—NMR (CDC 1, 400MHz):60. 97 (t, J=7. 6Hz, 3
H), 1. 55—1. 64 (m, 2H), 3. 24—3. 29 (m, 2H), 4. 0
5 (s, 3H), 4. 06 (s, 3H), 5. 11 (t, J=5. 4Hz, 1H),
6. 51 (d, J=5. 4Hz, 1H), 6. 74-6. 76 (m, 1H), 6.
91-6. 99 (m, 2H), 7. 48 (s, 1H), 7. 52 (s, 1H), 8.
18—8. 23 (m, 1H), 8. 49 (d, J=5. 6Hz, 1H)

HESVHE (FD-MS, m/2z): 399 (M)
Kitigl6 : N— {4— [(6, 7=V AbPFL—4—-F/U)L) FF] —2-7
A7)l =N’ — (4=I)WFaTF)) TLF

4= [(6, T—VARFL—a—F/U)) FF2] —2-T040F=1>
(100mg) VT (6ml1), RUTFLTI> (1. 0ml) oz
FELZH:. 200282 (1. 0m1) ICEMLERJFAZ> (104me)
ZMA TS FHEMEERL /2. KiZ
4-TNAOTFLNT IEEE (55me) EMAT, & 5IC 2 ISR
U7z, BOSHRIZEAFNIREE/KFEF DU U AKB#EEZMA, 7 OoOm ATHEL.
J00R)NVLABEEAMET M) ULATEHERLE., BETBEEEsEELTESH
EEEZR, s0ORiA TN (21) TREET U5 )70 kY
T74—IEOBHEL., REDO(LEHE 8 0meg. NES 5% THE:~,
'H-NMR (CDC s, 400MHz):61. 66—1. 87 (m, 4H),
3. 33-3. 40 (m, 2H), 4. 04 (s, 3H), 4. 05 (s, 3H),
4. 44 (t, J=5. 6Hz, 1H), 4. 56 (t, J=5. 7Hz, 1H),
4. 90 (t, J=5. 7H, z, 1H), 6. 48—6. 52 (m. 2H), 6.
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93—-7. 02 (m, 2H), 7. 42 (s, 1H), 7. 51 (s, 1H), 8.
15 (t, =8. 9Hz, 1H), 8. 50 (d, J=5. 1Hz, 1H)
BEoHhfE (FD—-MS, m/z): 431 (M)
EWEFI7 N— {(4—-[(6, 7T-"AbFT—4—-F /Y))) AF2] —2—-7
NAoTxz_ )b} =N’ — (2—-7aE=-)L) JL7y

4= [(6, T—PAbF—4—-F/U)) AF] —2-T)Far7=0U>
(150mg) Z2700%)A (10ml). PUIFIVTI> (2m ) ICHEARE
L. 700X 2CHEELIZMNIFRZAST > (156meg) 2MEAT1 05REM
BUBW L7z, XiZ7a/00VFIT7 2> (53meg) ZMAT. 5123 045
BB U7z, RISHRIZEIFIREE/KSEST MU D LKEKREZMA. 7 OOf)L A TH
HU. Z700FRVABZEKEEST M) ATHERLEZ, BETREEZZEELT
"of/FkEE,. yOOrRIbL /TN (2/71) TEBISUNFI 7O
NhTST74—ICKDBEEL, REBOLEME164mg. NE8 7% TiE:.
'H-NMR (DMSO—ds 400MHz) 62. 49—2. 51 (m, 1H),
3. 90—-3. 95 (m, 8H), 6. 52 (d, J=5. 1Hz, 1H), 6.
89—6. 92 (m, 1H), 7. 04—7. 06 (m, 1H), 7. 26—7.
29 (m, 1H), 7. 39 (s, 1H), 7. 49 (s, 1H), 8. 16—8.

20 (m, 1H), 8. 46—8. 49 (m, 2H)
KEHI8 - N— {4— [(6, 7T—AbF—a4—-F/Y)) FF2] —2—-7
Ao 7z )b} =N’ —ITF)IIL7F

4—[(6, T—=PAPF—4—F/Y)) AF] —2-7)F4ar7=y>
(100mg) 2L (8m1)., PUIFIFTI> (1. Om ) IZHIBAEA
fELZZ#%, P> (1. O0m ) IKBEMLIERNUKRZAT > (4 7mg) ZMA
TSMMEARR LIz, KITHWEBEIFNTI> (6 0mg) #MAT. 55
REFIONZAE T U7z, BOUNRIZEAFIIR B KT N T LoKsgEE A, BETFIL
THIHL., MBI FIINEBCEKEE ST M) DA TEHELE., BFETREZEEL
THEoNkEsZE, yoakR)a/ 7Eh> (2/1) TEREAT L UNFILY
O hITST74—ICEOBEL, REOLEMET7 Omg. [NFE5 3% TEE.
‘H—-NMR (CDC1;,400MHz):61. 21 (t, J=7. 3Hz, 3
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H), 3. 34 (m2H), 4. 06 (s, 3H), 4. 08 (s, 3H), 5.

64 (br, 1H), 6. 55 (d, J=5. 6Hz, 1H), 6. 89 (dd,
J=2. 7THz, J=11. 2Hz, 1H), 6. 97 (m, 1H), 7. 26 (b
r, 1H), 7. 54 (s, 1H), 7. 62 (s, 1H), 8. 28 (t, J=9.
OHz, 1H), 8. 47 (d, J=5. 6Hz, 1H)
HE875E (ESI—-MS, m/z): 386 (M'+1)
EREFIO : N=TFW-—N" —{4—[(6, 7T=ArFI—a4—-F,)l) %
] —2—uilFgrgz=)l} YL 7T

4—[(6, 7T—TArFo—4—-FU)) FF] —2-T)Fn7r=1>
(100mg) ZhILT> (8ml), PUZTFITFTI> (1. Om ) Tz
LI, P> (1. Oml) CHEMLAERNUKRZS > (4 7mg) 2MA
TS HREMMEER Lz, RICTFILF7I> (80meg) EMAT. 5175
MFERF U7z, BOSRIZEFIREEKFE ST MU D LAKBEE N, BEEET 7L T
HU. BFEETFIVBEEKEEE T N DA TERLE., BRETAEREZEELTE
otk Z. yoofRibA /TN (2,/71) TRETSUAF I 207
hTST74—ICKOBEL. ZEOLLEWE11 7Tmeg. X8 1% THE/~.
'H-NMR (CDC1;,,400MHz): 60. 94 (t, J=7. 3Hz, 3
H), 1. 40 (m,2H), 1. 55 (m,2H), 3. 29 (dd, J=7. 1
Hz, J=12. 9Hz, 2H), 4. 06 (s, 3H), 4. 09 (s, 3H),
5. 72 (br, 1H), 6. 56 (d, J=5. 9Hz, 1H), 6. 88 (d
d, J=2. 7THz, J=11. 2Hz, 1H), 6. 97 (d, J=9. 0Hz,
1H), 7. 33 (s, 1H), 7. 55 (s, 1H), 7. 65 (s, 1H), 8.
30 (t, J=9. 0Hz, 1H), 8. 46 (d, J=5. 9Hz, 1H)
HBEHHE (ESIT—-MS, m/2z): 414 (M'+1)
EBIL O - N— (sec—TFI) =N’ — {4—[(6, 7—-ALFI—4—
FU) FFN=-2-T)FoaTzZ)L} LT

4—[(6, 7T=IArFT—4—-FUJL) FF]-2~-T)FOT7= >
(100meg). 2z7oof)bA (5ml). BUITFIFTI> (1ml) ICEE
Liztk, D7 00X5 ZHEMBLERNIKRZSFS (104meg) 2MMATS4HH
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MEGEFR L7z, RiZsec—TFINTFI> (48ul) A, 104K mMes

L7, METEBEZEERELTESNARSE, 700K A/ TEhY (8
2) TRATBIVATNI O RS S 70—tk nERL., ZEOLSY% 1
17meg. WHE8 9 % THE~.

'H-NMR (CDC1;,400MHz):060. 95 (t, J=7. 6Hz, 3
H) ,1. 18 (d,J=6. 6Hz, 3H), 1. 47—1. 55 (m, 2H),
3. 79—-3. 89 (m, 1H), 4. 04 (s, 6H), 5. 28 (d, J=8.
1Hz, 1H), 6. 48 (d, J=5. 4Hz, 1H), 6. 89—6. 98 (m,
2H), 7. 08 (d, J=2. 7Hz, 1H), 7. 42 (s, 1H), 7. 51
(s, 1H), 8. 20—8. 24 (m, J=9. OHz, 1H), 8. 48 (d,
J=5. 4Hz, 1H)

HESH#E (EST-MS, m 2z):414 (M'+1)
EhEFI1 1 : N— (4] (6, 7T=IAbF—4—-F2UJ) FF]—2 —
Aoz )l} =N =4V TFIIILT

4—-[(6, 7T=ZAbF—4-F/Y))) FF]—2—-T7FAn7=1 >
(100mg) Z2700FR)NA (5ml). RUIZFITI> (1ml) ITHMEL
. PoOOAY BB LUIZNUKRRAS Y (1 04me) 2MMATS 4RI
BBHLUIZ. RICAVTFINTI(50u ) 2MA. 1 05EmMESERL -,
RS Z 27 O00mRILAL 7t }~‘/‘(4/1) TERRIS UV oax TS
T4 —IlEDHEEL, REOLLEWEERMICE-,
'H-NMR (CDC1;,400MHz):60. 94 (d, J=6. 6Hz, 6
H), 1. 77—1. 84 (m, 1H), 3. 10—3. 13 (m, 2H), 4. 0
3 (s, 3H), 4. 03 (s, 3H), 5. 58 (t, J=5. 4Hz, 1H),
6. 47 (d, J=5. 4Hz, H), 6. 88—6. 97 (m, 2H), 7. 1
8 (s, 1H), 7. 41 (s, 1H), 7. 50 (s, 1H), 8. 18—8. 2
3 (m, 1H), 8. 48 (d, J=5. 1Hz, 1H)

HESHE (EST-MS, m/z): 414 (M+1)

ERiF1 2 N~ {4—-[ (6, 7—IAbF—4—F/Y)) FFI]—2—
A0 7)) —N' — (1, 2=AF)NJTobN) 717
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4—[ (6, 7T=JAbF>—4-F2UN) FF]-2~-7)Fa7=y >
(100mg). Zrzoor)bh (5ml). FUITFHNFI> (1ml) IZIRfE
L2, 200X ICEMUNIRASY S (4 7me) EMATS 047
FIRTEREBRLE. RIT1, 2-2AFNTabILT7TI> (554 1) ZmA. 1
ORIERTRELUE. BETABREZZERLTESNABEE, yOOKILA S
7R (2/71) TRATZUISNZOXM ST —ickDERL, =
BADILEWE 8 9meg. K6 5% THE,
'H-—NMR (CDC 1, 400MHz):60. 93 (d, J=2. 2Hz, 3
H), 0. 95 (d. J=2. 4Hz, 3H), 1. 14 (d, J=6. 8Hz,
3H), 1. 72—1. 80 (m, 1H), 3. 76—3. 84 (m, 1H), 4.
04 (s, 3H), 4. 05 (s, 3H), 4. 91 (d, J=8. 5Hz, 1H),
6. 48 (d, J=5. 4Hz, 1H), 6. 74 (d, J=2. 9Hz, 1H),
6. 91—-6. 98 (m, 2H), 7. 42 (s, 1H), 7. 51 (s, 1H),
8. 18—-8. 23 (m, 1H), 8. 49 (d, J=5. 4Hz, 1H)
HEHHE (EST—-MS, m/ z):428 (M+1)
EWHI13 :N—{(2—2r00—-4— [(6, 7T—=IJAKRFL—a—x7 1))
FF¥] ZxZ)k} =N’ =o)L 7T

2-200-4-[(6, 7T=2ArF—4—-F/U))AFT17=0> (1
O0mg) =r7ooOofilh (7. Sml)\ FI)IZFILTEZ2 (1ml) ITHBRL
e 00BN ACHERLUIZRMUKRRAT S (99me) 2MAT. MEEEKE
SARILAZ. RiCn—7O0ENTI> (21mg) #MAT. &S5ICmEgiis
2RFRIL 7o ROSTRICEARIREE KT J b U WKIBIREMMA 71 V) o HITB% L.
s00FINVALTHHELZ, BETREZEBELTESN/ARE 2, sOoO0h)LA
SAZ )= (8 1) TRRATRUAISIN IO NS T T 4 — iz kDRI,
KEOLEMEERMITE-.
'H-—NMR (CDC1;,400MHz):60. 99 (t, J=7. 3Hz, 3
H),1. 58=1. 65 (m, 2H), 3. 24—3. 31 (m, 2H), 4.
04 (s, 3H), 4. 05 (s, 3H), 4. 94 (t, J=5. 9Hz, 1H),
6. 48 (d,J=5. 1Hz, 1H), 6. 77 (s, 1H), 7. 11 (dd,
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J=2. 7THz, 9. OHz, 1H), 7. 21 (d,J=2. 7Hz, 1H),

7. 43 (s, 1H), 7. 52 (s, 1H), 8. 27 (d, J=9. 0Hz,
1H), 8. 50 (d,J=5. 1Hz, 1H)

HE WE (FD-MS, m/ z):415, 417 (M)
KREpI14 :N— {2-2r700—-4—-] (6, 7T—IAbF—4—FU)L)

AFNT7zZ)N} —N' — (4= AO=—2—AF)VT7z=)) IL7F
2-=708-4—-[(6, 7T=PAMFT—4-FU)L) FF7=0U> (1
22mg), Z700FR)A (10ml)., RUZFILTI> (1ml) IZ@EEL
2, DAY CERBLENIFRASY Y (11 0me) 2MA7T3 047
ERTHPLE K4 -INA0-2-AF)T7=)>(126ul) £IN%.
RFHIZEIR CTHB LU/, RISRICAY /—)ILE A, BETFAE®8EL TES
NeFksE, yoofR)ibsa/ TEh> (21) TEREI3YAFLrOT R
T274—ICXDKHEL, REOLEYWE142me. LT 9 % TE~,
'H—NMR (CDC 15, 400MHz):62. 37 (s, 3H), 4. 04 (s,
3H), 4. 04 (s, 3H), 6. 31 (s, 1H), 6. 47 (d, J=5. 1
Hz, 1H), 6. 97—7. 06 (m, 3H), 7. 11—7. 14 (m, 1H),
7. 19 (d, J=2. THz, 1H), 7. 41—-7. 44 (m, 2H), 7.
50 (s, 1H), 8. 35 (d, J=9. OHz, 1H), 8. 50 (d, J=

5. 4Hz, 1H) »
HE hfE (ESI—-MS, m/ z):482, 484 (M'+1)
EHBFI15  :N— (5-TJOE-6—AF)—2-FUI)) =N’ — {(2—7%
OO0—4—-[ (6, 7T—AbES—4-F/U)) FFI1T7z)V) OLTF
2—2808—-4—[(6, T=IAbFT—4—-F/Y)) AF7=0U> (1
22meg). ZrzoorR)bs (10ml), PUIFINTI (1ml) ITHBEMREL
iR, ranry AlERLIZNIRAST > (11 0meg) 2MA T3 040
ERTHIELZ, RIC6—-72X/—-3—-70F—2—-AF)LEYUT> (208m
g) ZhA. 2HHZERE THRE L, BOBRICAY /—)VEMA. BETAEZ
BELTEHEoNLEESZ, 70O0fR)LA/ 7Eh2 (2.71) TRETSUD
TNoaORPTI T —ICKDEEL, HEOLEME LS 5me. RET 7%
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TH7=.

'H-NMR (CDC1;,400MHz):62. 69 (s, 3H), 4. 06 (s,
6H), 6. 53 (d, J=5. 4Hz, 1H), 6. 56 (d, J=8. 5Hz,

1H), 7. 14—7. 17 (m, 1H), 7. 30 (d, J=2. 7THz, 1H),

7. 44 (s, 1H), 7. 53 (s, 1H), 7. 75 (d, J=8. 5Hz,
1H), 7. 93 (s, 1H), 8. 49 (d, J=9. 0Hz, 1H), 8. 52

(d, J=5. 4Hz, 1H), 11. 92 (s, 1H)

HEIDHE (EST-MS, m z):543, 545, 547 (M'+1)
EiiFI16  N— {2—-00-4—[(6, 7T—JARFL—4—F 1))
AFNT7zZ)) =N = (5—7O0O—-2-EUIJ) vL7

2—7800-4—[(6, T=PArF—4—-F/UN) FF2]7=0 > (1
22mg). ZZoofr)s (1L0ml). PUIFITI> (1ml) IZHEMEL
R, oOaXy BB LIZN)EAS S (11 0me) £MATI3 040
ERTHRELE, KIZ2-7I/-5- 00U (143mg) £MX.
2EFHIEIR THAE L. RINRICAY /—VENAZ. BEFAEZ2ZEELTES
NizFEEE, yoOfRihhA TN (21) TEET3UNFIL270% R
TI574—ICKDBEEL, REDLEYWE 14 8me. INEK] 2% TE-,
'H-NMR (CDC 15 400MHz):64. 06 (s, 3H), 4. 06 (s,
3H), 6. 53 (d, J=5. 1Hz, 1H), 6. 95 (d, J=8. 8Hz,
1H), 7. 14—-7. 17 (m, 1H), 7. 31 (d, J]=2. 7Hz, 1H),
7. 44 (s, 1H), 7. 53 (s, 1H), 7. 64—7. 67 (m, 1H),
8. 28 (d, J=2. 7THz, 1H), 8. 50—8. 53 (m, 2H), 8.
92 (s, 1H), 12. 11 (brs, 1H)

HESHE (EST-MS, m z) 485, 487, 489 : (M'+1)
EiFI1 7 N—(5-FOE—-2-FUZ))—N'—{2—-—roOm—4—-1(8,
T=AbF—4—-F/U)) FAFINT7z IV LT

2=r08—4—[((6, T=-VALFT—a—-F/U)l) FF7=0U> (1
22meg). Zr7OOKR)ls (10ml), RUIZFIMTI> (1ml) IZHEREL
T, OO AY U CEBELENYRAS > (11 0meg) 2IMA T3 045/
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ERTHEBBRLE, RIT2-7X/-5-Joxys (1 92meg) #mx.
2REEIZER THRIRL 2. RISRICAY /—)vEmMA, MEFAEZZEELTES
NERE xR, yuaFribL /TR (2/1) TRETALUAA )L 70% K
To74—ICE0RBEL. BEOLAEYWE108meg. K5 5% THE/~,
'H-NMR (CDC1;, 400MHz):64. 06 (s, 3H), 4. 06 (s,
3H), 6. 563 (d, J=5. 1Hz, 1H), 6. 80 (d, J=8. 8Hz,
1H), 7. 14—7. 18 (m, 1H), 7. 30 (d, J=2. 7Hz, 1H),
7. 45 (s, 1H), 7. 53 (s, 1H), 7. 77—-7. 80 (m, 1H),
8. 15 (s, 1H), 8. 39 (d, J=2. 4Hz, 1H), 8. 50 (d,
J=9. O0Hz, 1H), 8. 52 (d, J=5. 4Hz, 1H), 12. 09 (b
rs, 1H)

HESFE (EST-MS, m/2):529, 531, 533 (M'+1)
EWEFI 18 : N— {2-2r00-4—[ (6, T—IJARFL—4—=F 1))
AFT7z)l =N’ = (2=ARFLTxL=)V) L7

2=700—-4—[(6, 7T=2APF>—4—-FU)L) FF]7=U> (1
00meg) Z7O00FIA (10ml) ITEBL, 2—AMF Tzl 1Y
T7F—b (54mg) ZMATO OCT—HFRLE. RIGKIZAY / —ILE
A BMETEREZEELTHESWAERESZ, yOoO0k)bs,  FERY (6.4)
T@ﬁ?é&UﬁfﬂﬁD?F7§74—E&Dﬁﬂb\%%@M%%élll
mg. RE7 7% THE:=,

'H-—NMR (CDC1;,,400MHz):63. 85 (s, 3H), 4. 04 (s,
3H), 4. 05 (s, 3H), 6. 50 (d, J=5. 1Hz, 1H), 6. 89
—6. 93 (m, 1H), 6. 98—7. 03 (m, 1H), 7. 05—7. 10

(m, 1H), 7. 14 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 23
(d, J=2. THz, 1H), 7. 35 (s, 1H), 7. 36 (s, 1H), 7.
44 (s, 1H), 7. 52 (s. 1H), 8. 05—8. 07 (m, 1H). 8.
34 (d, J=9. OHz, 1H), 8. 52 (d, J=5. 4Hz, 1H)
HESHE (EST-MS, m/ z):480, 482 (M'+1)

EMEFIL9 : N— {(2—2r0a—4—[ (6, 7= ArF—a—%,1))
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ZFFINT7xZ)) =N — (2—AF)N 7)) ILF

2=7HH—=4-[(6, T=JArF—4—-F /) FF|7zU> (1
22mg) ZZoof)bs (10ml) ITHEML. o— M1 ILA VL7 F— R
(5 9mg) ZMATEERET—BBRLE, RINKIZAY J—)Lainx. BUET
BHREZBELTRONLEEIZE, PEOIVOORINVACEREL, 2212280 T
—TINVEMAZ. MHELEBREERL. ZEOILEYW%E59me. NE3 4%
Tz,
'H—NMR (CDC1;, 400MHz): 62. 38 (s, 3H), 4. 04 (s,
3H), 4. 05 (s, 3H), 6. 22 (s, 1H), 6. 47 (d, J=5. 1
Hz, 1H), 7. 01 (s, 1H), 7. 11—-7. 14 (m, 1H), 7. 18
(d, J=2. 7THz, 1H), 7. 25—7. 35 (m, 3H), 7. 42 (s,
1H), 7. 46 (d, J=6. 8Hz, 1H), 7. 50 (s, 1H), 8. 37
(d, J=8. 8Hz, 1H), 8. 50 (d, J=5. 1Hz, 1H)
HESYME (ESI—-MS, m/z): 464, 466 (M'+1)
EFI20 : N— {2-2700-4—-1 (6, 7T—IJALFL—4—F 1))
AFINTzZ)N) =N = (B=AF)I—2~-FUIIIL) L7
2—700—=4—[(6, T=JAFFT~4~F/UJ) FF2]7=0> (1

22meg). ZZ7OO0FR)A (10ml), PUIFILFTI> (Iml) ITBERL
2. PIOOORAZATEMRLIENUFRAS > (11 0meg) &MATS 0400
ERTHHBLL, RiC2-732/-5—-¥auy> (120me) &M, 21FfH]
ERTHRPLZ. KSHRICAY /— )b emi, BETRSZZELTESNAR
%, 700RVAS TR (2/1) TEBAIZSY AL IO ST
A —ICEDBRL, REOLEWZEZ 1 19me. INE6 9 % TE-.
'H—NMR (CDC 15, 400MHz):62. 31 (s, 3H), 4. 06 (s,
6H), 6. 53 (d, J=5. 4Hz, 1H), 6. 76 (d, J=8. 3Hz,
IH), 7. 13—7. 16 (m, 1H), 7. 29 (d, J=2. 7THz, 1H),
7. 43 (s, 1H), 7. 49—7. 52 (m, 1H), 7. 54 (s, 1H),
8. 00 (s, IH), 8. 14 (s, 1H), 8. 52 (d, J]=5. 1Hz,
1H), 8. 55 (d, J=9. OHz, 1H), 12. 57 (brs. 1H)
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HEHE (ESI—-MS, m/ z):465, 467 (M'+1)

EWFI2 1 N— (2-700-4-[ (6, 7T—FRALFi—a—=% 1))
AFNTEII) =N = (6=AFIN—2-—FUI)) HL7

2=2700-4—-[(6, T-YAMFI—4-F /) U)) FF|7=0U> (1
22mg). #7O00FLVA (10ml), PUIFILTI> (1ml) ICEREL
t%\VﬁDDX&ytﬁ%bth$15>(110mg)%MXTBOﬁﬁ
ERTRBELE, RIC6-73I/—2-YaU (120me) &Mi. 2k
EiRTRELZ. RBRICAY /=)L E2MA,. METHRELEEL TELONAR
&R, JO0KRNL/ TERNY (2./1) TRETZ YA L Oav kyST
4= OHEHL, BEOLEWET7 3me. NE4 2% THEE,
'H-=NMR (CDC 1, 400MHz):62. 57 (s, 3H), 4. 06 (s,
6H), 6. 54 (d, J=5. 4Hz, 1H), 6. 66 (d, J=8. 1Hz,
1H), 6. 83 (d, J=7. 6Hz, 1H), 7. 15—7. 18 (m, 1H),
7. 30 (d, J=2. 7THz, 1H), 7. 44 (s, 1H), 7. 54—7.
59 (m, 2H), 8. 36 (s, 1H), 8. 52 (d, J=5. 1Hz, 1H),
8. 57 (d, J=9. OHz, 1H), 12. 45 (s, 1H)

HEBHHE (EST1—-MS, m/2z): 465, 467 (M'+1)
EEFI22  N— {(2—-700-4—[(6, 7T—IJARFT—4—%F1)) +
F] T2} =N — (A=A bFITx=))) L FHERE

2=208-4=[(6, 7T—CARFI—4—-F /) )L)FF2] 7> (1
00mg) 200K A (4m 1) ICEMLEHE. 4— A RFLToJbAY
PT7F—h (60 ]) EMATERT—BREBLE. MEFEHREZEEL, 2
SNEBRSELBO/OORIVAICERLE, TIICEBOI—FILEmMA.
HUZHRE ZREIE@BL. N—2 -2 00—4— [(6, 7T—JA REL—4—=
JUN) FFL] T2 =N — (4-A+F2T722)L) YL 729 0me.
N6 7% T8, TNEAY /—IJLdm L IZFABL. HEE— A5 ) — LA
EMAEIRTARFEE®RE, BEE+EETIEEZEHOLEYIE SN,
'H-—NMR (DMSO-d, 400MHz):63. 73 (s, 3H), 4. 0
3 (s, 3H), 4. 05 (s,3H), 6. 90 (d, J=9. 3Hz, 2H),
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6. 97 (d, J=6. 6Hz, 1H), 7. 37—7. 41 (m, 3H), 7.

62 (s, 1H), 7. 67 (d, J=2. 7Hz, 1H), 8. 39 (d, J=
9. OHz, 1H), 8. 49 (s, 1H), 8. 82 (d, J=6. 6Hz, 1
H), 9. 49 (s, 1H)
EWFI23 : N— (2~r00—-4—[ (6, 7—VARET—4—% 1))
AFINTT=N} =N = (1—FTFI) L7

2—r00-4—[(6, T=PAPFL—a~FUJ) #F 7= > (1
22meg) £/00FRNA (10m1) IKEBL. 1~—FT7F)1I7F— R
(75meg) ZMATEBT—MBRLE. KISEICASY J —ILENL. BET
BIHZEBEL THRONEES 2, LPEOI/OORIVAICEBREL. 21280 T
—FIEMA T, WHLAKREEZERL. 2EOLEME 10 Sme. XRS5 7
% Tz,
'H—NMR (CDC 1, 400MHz):64. 03 (s, 3H), 4. 04 (s,
3H), 6. 44 (d, J=5. 4Hz, 1H), 6. 72 (s, 1H), 7. 10
—7. 13 (m, 3H), 7. 41 (s, 1H), 7. 48 (s, 1H), 7. 55
~7. 69 (m, 4H), 7. 88—7. 96 (m, 2H), 8. 15 (d, J=
7. 6Hz, 1H), 8. 38~8. 40 (m, 1H), 8. 48 (d, J=5.

1Hz, 1H)

HESHE (EST-MS, m/ z): 500, 502 (M'+1)
EiFI2 4 - N— (2, 4=27)yFA07xZJ)) =N’ — {(4— [(6, 7T—<
AbF—a4a—-—F/UI) AF] =2, 3=—IAFIVT )} LT
4—[(6, T=PARFT—4—-FU)) FF] -2, 3—TRAFJFT=
D2 (710mg) Z2700F)A (7Tml) ICBRELEER. 2, 4—7)0F
O7x2)b0Ve7F—h (310unl1) ZMATMRERE LERILE, T2
WEEDI—FI)LZMA. WHLZERZESIHEL. ZEO(LSHWE 7 3 5m
g. IRFET7 0% THI,

'H-=NMR (CDC1;,400MHz):62. 14 (s, 3H), 2. 27
(s, 3H), 4. 04 (s, 3H), 4. 06 (s, 3H), 6. 27 (d, J
=56. 4Hz, 1H), 6. 78—-6. 89 (m, 2H), 6. 95 (s, 1H),
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7. 03 (d, J=8. 5Hz, 1H), 7. 10 (s, 1H), 7. 40—7.

45 (m, 2H), 7. 61 (s, 1H), 8. 03—8. 12 (m, 1H), 8.
46 (d, J=5. 4Hz, 1H)

BE5E (FAB-MS, m/z):480 (M'+1)
EWBFI25  N— {(4—-] (6, T—PALFT—4—F)U)) FF1—2,
S—TAFNT )N =N — (4—-TNWAO—2—AF)LTx=)L) L7

4—[(6, T—ArF—4—-F/U)) F2]—-2, 3—TJAFIFT=
J>(120mg) 2700K)A (10ml). RUZFILFZI> (1ml) iz
BRELIZIZ. PO 00AY ICHEBLIZMIKRZS > (11 0me) 2MATS3
OMERTEELZZ. RIZ4—TNAO-2-AF)INT7=U> (126u1)
ZinZ. 2MEIEIR THRE L. RISKICAY J—)LEMA, BETFEE 22k
LTwmon/izxaez, 700FRIVA A/ AY /=)L (91./79) TERHETZIUH
TNoaxbrIS74—ICXORBRL., ZEEOLEWE160meg. WK 1%
T1FIz.
'H-NMR (CDC1;, 400MHz):62. 12 (s, 3H), 2. 22 (s,
3H), 2. 25 (s, 3H), 4. 05 (s, 3H), 4. 06 (s, 3H), 6.
24 (d, J=5. 1Hz, 1H), 6. 33 (s, 1H), 6. 42 (s, 1H),
6. 94—7. 03 (m, 3H), 7. 43 (s, 1H), 7. 46—-7. 55 (m,
2H), 7. 60 (s, 1H), 8. 43 (d, J=5. 1Hz, 1H)

HES MfE (ESIT—-MS, m 2):476 (M+1)
Ehigl26 . N— {4—-f (6, T—ARFT—4-—F/UJ) FF]—2,
B—TAFN TN} =N — (3=FhAO0 -2 -AbF>Tx=)) WL
7

4—[(6, 7T—ZAbF—4-F ) U)) FF]—-2, 3—IAFIT=
D> (120meg) z27080FK)A (10ml). MUTZFAFI> (1ml) I
BRRELICIER, 200X Y BB LIZN)HRAS > (1 10mg) 2MATS3
OM=ERTHAE L, RIT3—7)dOo—o0—-7=2> (132unl1) &2
A, 2RRERTHEIBLL., KBRICAY /—)LEmA. BETEHEEEELT
oK ez, 700NN AL S AY /=) (91.79) TEEITSLUHRFIL
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JOARNTS T4 —ICLDOBEL. ZREOLAYWE 2 3me. INE1 3% T/,
'H-—NMR (CDC1;,400MHz):62. 15 (s. 3H), 2. 32 (s,
3H), 3. 84 (d, J=1. 7THz, 3H), 4. 05 (s, 3H), 4. 08
(s, 3H), 6. 28 (d, J=5. 4Hz, 1H), 6. 72—6. 77 (m,
1H), 6. 96—7. 09 (m, 3H), 7. 43 (d, J=8. 5Hz, 1H),
7. 46 (s, 1H), 7. 60 (s, 1H), 7. 62 (s, 1H), 8. 02—
8. 05 (m, 1H), 8. 46 (d, J=5. 4Hz, 1H)

HESHE (ESI—-MS, m/ 2z):492 (M'+1)
%I@WZ’?:N—(5—7'D:E—6—)<3")l/—Z—E'J:})l/)—N'—{4—-[(6,

T=AbF—4-—F/U)) FF1—2, S3—TAFINT =)L) LT

4—[ (6, T=TAPFI—4-FI/U)) AF)]-2, 3—TAF)T=
J2>(120mg) Z2Z7oafi)lbs (10mi). NUIZFIFTI > (Im1l) iz
WRELCER, 200X VICBERUENUFRZYS (11 0meg) 2MATS3
OSMERTHELL, RKIK6—FI/—3—-TOFE—-2—AF )Y (2
08mg) ZMA. 2MMERTRAEL:. RISKIZAY /=)L &2MA. BETF
BERZEZEERLTHEONLEZS R, 200K AAY ) —)L (91/9) TEH
TRVATNIOXMNT I 74— CX0BRL., EEHOLSWE 10 3mg.
W25 2 % TH~,
'H—NMR (CDCI;,4OOMHZ):52. 16 (s, 3H), 2. 42 (s,
3H), 2. 65 (s, 3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6.
32 (d, J=5. 1Hz, 1H), 6. 64 (d, J=8. 8Hz, 1H), 7.
04 (d, J=8. 8Hz, 1H), 7. 44 (s, 1H), 7. 64 (s, 1H),
7. 74 (d, J]=8. 8Hz, 1H), 7. 91 (d. J=8. 8Hz, 1H),
8. 29 (s, 1H), 8. 45 (d, J=5. 4Hz, 1H), 11. 30 (b
rs, 1H)

HESE (EST-MS, m 2):537, 539 (M'+1)
LWEFI28 : N— (5—2700-2—-FUIJL) =N’ — {4— [(6., 7—2
b —d4—-F/JN) AF] -2, 3=JAFNTzZI} LT
4—[(6, 7T=JAbPF—a4—-F /J)) FF2] -2, 3—AF)T=
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U2 (3. 00g) 70Ok )bA (150mi). FUIFILFTI> (6ml)
WL, P700AS IZEBLENUKBIY Y (2. 74g) 2MAT
ERT3OSMBMLL. KiIC2-F3I/—5-2700FUT> (2. 38¢g)
EMAT, SSKERTHMEBIBRLE, RISHEICHFREEKET R ™ AKE
WZMA, Z700FRIVATHEL, Z200FIVAESEKEBEET - ™LA TEE
L7z, BMETHEHRZEBELTHRONALRSZE, Z00FIVA AT /—)L (20
A1) TREATZSUASNVIOR NS 74—t X DBML. BEOLEYE
3. 4g. [RET 7 %THE",

'H-NMR (CDC1l;, 400MHz):62. 16 (s, 3H), 2. 3
8 (s, 3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6. 31 (d, J
=5. 4Hz, 1H), 6. 89 (d, J=8. 8Hz, 1H), 7. 04 (d,
J=8. 8Hz, 1H), 7. 44 (s, 1H), 7. 62~7. 68 (m, 2H),
7. 90 (d, J=8. 8Hz, 1H), 8. 23 (d, J=2. 4Hz, 1H),
8. 45 (d, J=5. 4Hz, 1H), 8. 50 (s, 1H), 11. 23 (b
rs, 1H)

HEOWE (EST-MS, m/ 2z):479, 481 (M'+1)

EWFI29  N=- (5 -70FE—2-FUJ)) —N' — (4—[ (6, 7T—
AbFL—4—-F ) U)) AFL]-2, 3-VAFILTI=I)} LT

4-[ (6, T—VARFT—4—F)UJ) FF]—2, 3-VAFLT=
Y2 (120meg) #2004)A (10ml1). RUZFINFTI> (1ml) i7
BRRLIK, P200A% ICERLAERYRAY Y (110me) 2MAT3
OFMEERTHEBLE, KIC2-FI/-5-TJO0FELYT> (192me) &
MX. 2FKHERTHRPELL, RISKRICAY /—VENA. BE FAEBEEEEL
THONEEEE, 700KV A A5 /=)L (91,79) TRETSLUHY
WOORMTZT74—ICKOBRLE, BREBEL, PEOAY ) — L 28
DI—FI)THEENHEERRL . ZEOLEYES Ome. NX4 1% TR
e
'H—NMR (CDC 1, 400MHz):82. 16 (s, 3H), 2. 38 (s,
3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6. 31 (d, J=5. 1
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Hz, 1H), 6. 96 (d, J=8. 5Hz, 1H), 7. 03 (d, J=8.

8Hz, 1H), 7. 45 (s, 1H), 7. 64 (s, 1H), 7. 75—-7. 7
7 (m, 1H), 7. 89 (d, J=8. 8Hz, 1H), 8. 31 (d, J=2.
4Hz, 1H), 8. 45 (d, J=5. 4Hz, 1H), 8. 81 (s, 1H),
11. 17 (brs, 1H)

HESHE (ESI-MS, m/ 2z):523, 525 (M'+1)
ERiFI3 0 : N— {4—-[ (6, 7T—JARF—4-F/)UYJ)L) FF1—2,
3=TAFINTx )} =N — (2—XbFTT7x=))) L7

4—[(6, T=IAMFI—4—-F/U) FF]-2, 3=UAFIT=
D> (120mg) Z700F)A (10ml) ICBEMEL. 2—ARFL T
WAV TF—h (60u]l) ZMATERET—BBRLE, KISEIZAY ) —
IWEMA BETEREZEEL THONZREZ. LDBO/ ORIV AICEREL.
TIREZBOI—FIIVEMA, KL /-ESEBRIML., EEOLEWE13 1
mg. NET7 5% THE=.
'H-NMR (CDC1;,400MHz):62. 16 (s, 3H), 2. 32 (s.
3H), 3. 81 (s, 3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6.
25 (s, 1H), 6. 26 (d, J=5. 4Hz, 1H), 6. 85—6. 87
(m, 1H), 6. 97—7. 07 (m, 4H), 7. 41 (d, J=8. 5Hz,
1H), 7. 44 (s, 1H), 7. 62 (s, 1H), 8. 15—8. 17 (m,

1H), 8. 45 (d, J=5. 4Hz, 1H)
HRERAHE (EST-MS, m/2): 474 (M+1)
EREFI3 1 N— (4] (6, T=IARFL—4—F/U)) FF1—2,
3=—PAFNT )V} =N’ — (2—=AF)LT7xZ)) IL7F

4—[ (6, 7T=PAbF—4—-F I UJ) AF2]—2, 3—TAFIT=
u><120mg)%7mn$»¢<10m1>t@%b\g—%w4»4v>
TFHF—=hr(56ul) ZMATEET—MRBIRLE, RIGKICAY J—ILEINZ.
BETEEREZERLTHONLEEE, PEOOORIVAICERL., TII%
BEOI—FTIVEMATz, HHLEHEREZ2ERL., ZEOLEWE130me. X

RT70%TH,
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‘H-NMR (CDC1;,400MHz):62. 12 (s, 3H), 2. 22 (s,
3H), 2. 26 (s, 3H), 4. 05 (s, 3H), 4. 07 (s, 3H), 6.
23—6. 28 (m, 3H), 7. 02 (d, J=8. 5Hz, 1H), 7. 14
~7. 17 (m, 1H), 7. 24—-7. 29 (m, 2H), 7. 43 (s. 1H),
7. 49 (d, J=8. 5Hz, 1H), 7. 60 (s, 1H), 7. 63 (d,
J=7. 3Hz, 1H). 8. 43 (d, J=5. 4Hz, 1H)

HEHHE (EST-MS, m/z):458 (M'+1)
EEFI3 2 : N— (4—2700—-2—-AF)7x=)l) =N’ — {4—[ (6,
T =PAbFr—4—-F/U)) FFI1-2, 3—IAF)NTz=J)L)} L7

4-[ (6, T=PAMFT—4—F/U)l) FF3]-2, 3-VDAF) 7=
V2 (120mg) 2700FNA (10ml), NUZFILTI> (1ml) =
BRELIR, /00X AZEBELMNIKRZSF> (11 0me) 2% T3
ORMERTHERLAL., KIZ4—-—2700-2—AF )70 (130ul1) %
mx. 2RE=EIRTHREBLZ., RIRRIZAY ) —I)VEMA,. METHEHEEEEL
TR/RONLESZ, 70O0KRIVAAY I—)L (91.79) TEBETSIUHY
WO b T7S5T74—ICEDBE L., EEDLEWE2136meg. WK75%T

=z,

'H-NMR (CDC 1, 400MHz):62. 14 (s, 3H), 2. 18 (s,
3H), 2. 27 (s, 3H), 4. 05 (s, 3H), 4. 07 (s, 3H), 6.
24 (d, J=5. 4Hz, 1H), 6. 33 (s, 1H), 6. 40 (s, 1H),
7. 03 (d, J=8. 5Hz, 1H), 7. 19—7. 21 (m, 2H), 7.
42—-7. 44 (m, 2H), 7. 60 (s. 1H), 7. 65 (d, J=9. 0
Hz, 1H), 8. 44 (d, J=5. 1Hz, 1H)

HE E (ESI—-MS, m/ z):492, 494 (M'+1)

EWFI3 3 : N— {4—[ (6, 7=V AbF—4—F/UJ)) FF1-2,

S=—AFN Tz IV =N — (2—-=FUJ)L) L7

4—1(6, 7T—ALFT—4—-F/71U)) AF]—2, 3I—TPAFINT=
U2 (120mg) Z700FK)MAL (10ml). FUZFILFTI> (1ml) iz
BRELIZ®R, 700Xy BB LUIZNJRASY > (11 0meg) £z T3
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OSMIZETHEIELAE. KIC2—-F3I/EPUT> (104meg) EMA. —BR
BB Lz, RISHEICA S /—LEMA. METER2EEL TESNEES %,
ZOOiVA/AY )= (91./9) TRETZLUAFLIOTRTS T 4
—IC L DL, EEOLEWET 2me. WKL 4% TESE.,

'H—NMR (CDC1;, 400MHz):62. 16 (s, 3H), 2. 41 (s,
3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6. 32 (d, J=5. 4
Hz, 1H), 6. 92—6. 98 (m, 2H), 7. 04 (d, J=8. 8Hz,
1H), 7. 44 (s, 1H), 7. 65 (s, 1H), 7. 67~7. 69 (m,
1H), 7. 97 (d, J=8. 8Hz, 1H), 8. 25—8. 27 (m, 1H),
8. 45 (d, J=5. 1Hz, 1H), 8. 72 (s, 1H), 11. 77 (b
r, 1H)

HESHE (EST—MS, m/2z):445 (M+1)
EMPI3 4 : N— (4—[ (6, 7T —FARF—da—F)U)) FF]—2,
3—VAFINTrZI} =N’ — (5—XFI—2-EYI)) ILF

4—[ (6, T—VARFL—d—F ) UJ) 5] 2, 3-IAFLT=
J> (120meg) 2200F)LA (10ml). FUTFLTI> (1ml) 2
BRELHE. P/O00AS S ICHEBLERUKRZF> (11 0meg) £MATS3
0 MIZIBTHRBELE, KIC2-F3/-5—-FI2U> (120meg) 2MA.
EMIZIRTRB LA, RISIRICAY /—ILEMA. BEFEEEEELTES
NiEFHEE, 700KRIVAL/ A /=)L (91./9) TERETZLUHZ)L 0
NI 4k OB, BEOLEWE L2 2me. KT 2% THE.
'H-NMR (CDC 1, 400MHz):62. 15 (s, 3H), 2. 28 (s,
3H), 2. 39 (s, 3H), 4. 04 (s, 3H), 4. 07 (s, 3H), 6.
32 (d, J=5. 4Hz, 1H), 6. 90 (d, J=8. 3Hz, 1H), 7.
02 (d, J=8. 8Hz, 1H), 7. 43 (s, 1H), 7. 45—7. 48
(m, 1H), 7. 64 (s, 1H), 7. 99 (d. J=8. 8Hz, 1H), 8.
06 (d, J=1. 5Hz, 1H), 8. 44 (d, J=5. 4Hz, 1H), 9.
23 (s, 1H), 11. 77 (br, 1H)

BEASFE (FD-MS, m/2z): 458 (M)
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EWPI35 : N— {4—-[ (6, 7T=AMFI—4—-F/YJL) FF1—2,
S—PAFN Tz} =N’ — (6 —AFI—-2-¥EUI)) LT
4—-[(6, 7T=AbF—4-—-F))) FF21-2, 3—ZAF)T=
U2 (120mg) #2/oo0f)lA (10ml)., RUIZFIFZI> (1ml) IZ
BRLZE. PooaXy BB LIEMUFRAY > (11 0meg) Z2MAT3
OMERTERLE, KIT6—F7X/—-2-¥aU> (120meg) &hi.
—BRINZBRER L7z, RIGRICASY /J—IVEMA, BETEREEZEELTESNE
ez, yoafisL /TR (4060) TRETZUAS V7O k-
TZ274—ICKDEHEL. REOLEWE64meg. NE3 8 % TH,
'H-NMR (CDC 15, 400MHz):62. 16 (s, 3H), 2. 44 (s,
3H), 2. 54 (s, 3H), 4. 06 (s, 3H), 4. 08 (s, 3H), 6.
32 (d, J=5. 4Hz, 1H), 6. 61 (d, J=8. 3Hz, 1H), 6
82 (d, J=7. 6Hz, 1H), 7. 04 (d, J=8. 8Hz, 1H), 7
44 (s, 1H), 7. 53—7. 57 (m, 1H), 7. 65 (s, 1H), 7.
79 (s, 1H), 7. 99 (d, J=8. 8Hz, 1H), 8. 44 (d, J=

5. 1Hz, 1H), 11. 76 (br, 1H)
EESWE (FD—-MS, m/z): 458 (M)
EMFI36 : N— (4— [(6, 7—UArFL—a—F 7)) F%£] — 2,
B—UAFNTTTIV) =N’ — (4—ARFSTr=Jl) HLT

4—[(6, T—VARFL—4—% ) U)l) %] -2, 3-DAFIT=
J> (100meg) £/ 0044 (4m 1) CERLES. 4 —ARFiTr
SHAVITF—k (B0u 1) EMATRERT—MERL7E, BETFAEEEZ
%L, BONERIELBROY OOFLLICER L, TCREROT—5 )%
mix. LB EZRSIEEL . REOLEWE 1 15meg. INEK7 8% THE
7

'"H—NMR (CDC 1, 400MHz):62. 02 (s, 3H), 2. 30
(s,3H), 3. 76 (s, 3H), 4. 06 (s, 3H), 4. 12 (s,3H),
6. 46 (d, J=6. 3Hz, 1H), 6. 78 (d, J=9. 0Hz, 2H),
6. 91 (d, J=8. 8Hz, 1H), 7. 39 (d, J=9. 0Hz, 2H),
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7. 67 (s, 1H), 7. 69 (d, J=8. 8Hz, 1H), 7. 92 (s,

1H), 8. 20—-8. 23 (m, 1H)

HESE (ESTI—-MS, m/z): 474 (M'+1)

EREFI3 7 : N— (2, 4—-27)F07z=)) =N’ — {4— [(6, 7T -
ArFT—4—F U AF] =2, 5-SAFINTL=I} ILT

4—[(6, 7T=APFT—4—-F/U)) FF2] -2, 5-VRAFIT=
U2 (200meg) Z2rO00FNA (15ml) ICBEELEE. 2, 4—2T))
FAT7xZNAVTF—b (88 ul) #MATMEERKZ L BEILS. K
WE, s0OFLA/ TN (41) TREATSUAF L 7O hT ST
€A —ICKDBEL., ZEEOLEWZE 28 7Tmeg. K9 7 % TREE,
'H-NMR (CDC1;,400MHz):62. 17 (s, 3H), 2. 26
(s,3H), 4. 05 (s, 3H), 4. 06 (s, 3H), 6. 31 (d, J=
5. 4Hz, 1H), 6. 57 (s, 1H), 6. 81—6. 95 (m, 3H), 7.
00 (s, 1H), 7. 43 (s, 1H), 7. 55 (s, 1H), 7. 59 (s,
1H), 8. 05—8. 13 (m, 1H), 8. 47 (d, J=5. 4Hz, 1H)
BESE (FD—MS, m/2z): 479 (M)
ERFI38 : N— {4— [(6, 7T—VARFT—a—F ) U)) FF3] — 2,
S5-I AFNTzZ)L) =N’ —JFab)lyL7

4—[(6, T-YARFL—4—F/U)) %3] —2, 5-UAF)T=
U (150meg) #7004 (13ml). FUIZFAFTI> (1. 5m1)
ICEMLEH%, 200V ACEBLAE NI SRS (15 1meg) #MAT.
MPEFRZ S MLz, KiZn—70O)N 73> (33mg) 2MAT. 257
M 2B L c. RISIRICEEFIRBEE/KREF U Y AKBEREMA 1™
TICRBL., Z0nfLATHEBELE, RETREE2ZEEL TAESRARE &,
onnorives /T hY (4.1) TREAT UM IOINT ST 4 —I2
FOBEL, ZEO(LEWEZ178mg. WL 5% TE-,
'H-NMR (CDC 1., 400MHz):60. 94 (t, J=7. 3Hz, 3
H) ,1. 51~1. 65 (m, 2H), 2. 15 (s, 3H), 2. 26 (s,
3H), 3. 21—-3. 28 (m, 2H), 4. 05 (s, 3H), 4. 06 (s,
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3H), 4. 63—4. 69 (m, 1H), 5. 97 (s, 1H), 6. 31 (d,

J=5. 1Hz, 1H), 6. 98 (s, 1H), 7. 43 (s, 2H), 7. 58
(s, 1H), 8. 46 (d,J=5. 4Hz, 1H)

HESE (FD—-MS, m z):409 (MY

EEFI3 9 : N— (4—2700-2—-AF)NTx=J)) —N' — {4— (B,
V=PALFT—4-F U)) AF1—2, 5=—UAFIN T} ILTF

4—=[ (6, T=PArFZ—4—-FU)) FF]-2, 5-IJAF)TFT=
D2 (100mg) Z2700FK)A (10ml)., RUTFILFTI> (1ml) iz
ERELIE, 200X Y BB LZMNIERAY > (92meg) 2MAT3O0
SEIER TR L. RiIZ4-00-2—-AFI)I 70> (444 1) 2%,
EiR T—EREBHE L. RINRICEMRE/KEZET MU AKBKEINZ 7 ooril
LATHEL., 700RVABENET M) T ATER L. BETFTASE2EEL
TRoNkLkSz, PEDIJOOFRNVAZEREL., TIXEBOI—FILEMNA
Zo LB ZERL., REOLEME 1 18me. INEKT7 8 % THE~,
'H-NMR (CDC1;, 400MHz):62. 16 (s, 3H), 2. 21 (s,
3H), 2. 23 (s, 3H), 4. 05 (s, 3H), 4. 06 (s, 3H), 6.
28 (d, J=5. 4Hz, 1H), 6. 30 (s, 1H), 6. 32 (s, 1H),
6. 98 (s, 1H), 7. 22—7. 23 (m, 2H), 7. 43 (s, 1H),
7. 58 (s, 1H), 7. 59—-7. 63 (m, 2H), 8. 45 (d, J=5.
1Hz, 1H)

HE71E (ESTI-MS, m 2z2):492, 494 (M'+1)
EFl40 :N— {471 (6, 7=V AbFI—a—-F/UJ)) FF1—2,
S—TVAFNT N} =N’ — (4= AO -2 —AFJ 7)) L7
4-[(6, T=PAFF—4—F/)U)) AF2]-2, 5-IVXAFIT
J2(100mg) Z2700FIMA (10ml). PUITFILFI> (1m1l) I
BRRELE, P700XF U ICEBLIZNIERAY > (92meg) 2MA T30
SEIERTHRLE., RIT4—INF0—-2—-AFI)I 72U (420 1) =M
A, BERTBRER L. RSRICEMREEKREZET M) T AKSKEMZ 700
TIVATHHL., Z2o00R)VABERES N UL THELZ. BETREEES
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EBLTRONLEZS R, PEO/OOFRINALITEREIYE, 22280 T —5)1
EMAZ. fTHLCESKZERL, ZEOLAMZEZ108me. [WET 4 % THE
il
'H-NMR (CDC1;, 400MHz):062. 15 (s, 6H), 2. 30 (s,
3H), 4. 05 (s, 3H), 4. 06 (s, 3H), 6. 24 (s. 2H), 6.
28 (d, J=5. 1Hz, 1H), 6. 94 (s, 1H), 6. 96—7. 00
(m, 2H), 7. 42 (s, 1H), 7. 49—-7. 52 (m, 1H), 7. 58
(s, 1H), 7. 64 (s, 1H), 8. 44 (d, J=5. 1Hz, 1H)
BESWE (EST—-MS, m/2z):476 (M'+1)
Khi#ld1l : N— {4-[(6, 7T=YARFL—4—-F/2UY)) F*+37-2,
S=PAFNT )} =N = (3= AO—2—ArFTTx)J)L) L
7

4—[1(6, 7T—AF—4-F)1)L) FFL]—-2, 5=V AF)IT=
D2 (100mg) 2700F)NA (10ml). PUIFILFTI> (1ml) i7
BRELEER, 2700AF VICERLEFIYERAY> (92meg) #MATS 0
CORERTEB L. RIC3-I0hF0—o0 -T2 (440 1) #A.
ERT—@®BHRL/L, RISRICSEMREKSEF MU U LAKSEKREMAZ 7 ookl
LATHHL, 27008V ABERES M) DA TESR L., BETASEEEL
THoNERE %, 7[:11:171?)[/1:/7'{:’1“/ (2/1) TREATZ>ULS LY
OB N7 =X DHBERL, ZREOEWZ 126me., INES 3% THE:.
'H—NMR (CDC1;,400MHz):62. 16 (s, 3H), 2. 27 (s,
3H), 3. 83 (d, =1. 7THz, 3H), 4. 04 (s, 3H), 4. 07
(s, 3H), 6. 31 (d, J=5. 1Hz, 1H), 6. 74—6. 79 (m,
1H), 6. 97—7. 03 (m, 3H), 7. 44 (s, 1H), 7. 57 (s,
1H), 7. 60 (s, 1H), 7. 66 (s, 1H), 8. 02—8. 04 (m,
1H), 8. 48 (d, J=5. 1Hz, 1H)

BESHE (ESIT-MS, m z): 492 (M'+1)

EfFl42  N— {(4—-[ (6, 7T—ARF—4—F/719)J) AFiI1—2,
§—PAFN Tz} =N — (2—AF)N 7)) ILF
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4—1(6, 7T—AMF>—4—-F/U)L) FF]-2, 5-TAFITFTZ
> (100meg) 2700FK)bA (10m 1) ITIHEEL. o— LTI TVU S
T7F—hr(46ul) EMATERTHRBILLEZ., RIGKRICAY /—)LENX.
BETHEEZEELTHESNAEREE, JOooFRIVA/ TEr (2/1) TB
T2 UATN IO RIS T7 4 —ICXDREML . REOLEWE 11 1mg.
INZR 7 9 % THE=.
'H-NMR (CDC1;, 400MHz):62. 12 (s, 6H), 2. 26 (s,
3H), 4. 03 (s, 3H), 4. 05 (s, 3H), 6. 27 (d, J=5. 1
Hz, 1H), 6. 77 (s, 1H), 6. 81 (s, 1H), 6. 91 (s, 1H),
7. 11—-7. 15 (m, 1H), 7. 22 (s, 1H), 7. 24 (s, 1H),
7. 42 (s, 1H), 7. 59 (s, 1H), 7. 63 (d, J]=7. 8Hz,
1H), 7. 68 (s, 1H), 8. 43 (d, IT=5. 4Hz, 1H)
HESHE (EST -MS, m z):458 (M'+1)
EhEigl43 :N— {4—-[ (6, T—ARFT—4-—-F/U)) AF1—2,
S—TAFN Tz )} =N’ = (2—AbFITxZ)) LT

4—=[ (6, 7T=AbF—4—-F/U)) FF)-2, 5—IPRAF) 7=
D2 (100mg) Z7oOf)bs (10ml) IKEEL, 2—-AbMFT7=
NAVTF—hF (49ul) ZMAT—BMBERL/=. KIBRIZAY J—)L
EMA. BETEREZERLTHRONLEKS 2, JooRILLa/ TEh> (27
1) TREAT VATV OX TS T7 4 —ICLDBERL., XEOILEWEE
BMICTE/=,
'H—NMR (CDC 15, 400MHz):62. 14 (s, 3H), 2. 24 (s,
3H), 3. 75 (s, 3H), 4. 03 (s, 3H), 4. 07 (s, 3H), 6.
31 (d, J=5. 1Hz, 1H), 6. 84—6. 87 (m, 1H), 6. 95
—7. 03 (m, 3H), 7. 06 (s, 1H), 7. 44 (s, 1H), 7. 56
(s, 1H), 7. 61 (s, 1H), 7. 63 (s, 1H), 8. 17—8. 20
(m, 1H), 8. 46 (d, J=5. 1Hz, 1H)

HEMME (ESTI-MS, m/ z):474 (M+1)
EKiFl44 N—(5-TBE-B—-—AF)N—-2-EUI)) —N' —{4—1(6,
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TP ALFY—4—F /) U)) FFI]—2, 5—VAFNLTr)) TLT

4-[ (6, T=PAbFT—4-F/U) FFL)-2, 5-UAFJT7=
D> (100mg) 2700%K)A (10ml), FYZFLTI> (1ml) o
BRELIZE, 200Xy T LERYKRZY Y (92meg) 2MEZT3 0
SEIZERTHRELC, RKIK6-TFT3I/—3—-TOFE—2—-AFILFUI> (69
mg)%mz\%ﬁ?~%%ﬁbtoEE&E@WW@*%T%UWAK@W%
WMAZOOFRIIVATHEL, 7oO0fRVABERET N U ATERELE, BE
TEHZEBELTROSNIERSE, PBOVOOGINAICARL. 2212280
T—FIVEMA . THLAEKRZERL, ZEOLLAWE8 0me. INE4 8
% Tz,
'H-NMR (CDC1;, 400MHz):62. 18 (s, 3H), 2. 42 (s,
3H), 2. 65 (s, 3H), 4. 06 (s, 3H), 4. 08 (s,

3H), 6. 34 (d, J=5. 4Hz, 1H), 6. 57 (d, J=8. 5Hz,
1H), 6. 98 (s, 1H), 7. 43 (s, 1H), 7. 62 (s, 1H), 7.
70 (s, 1H), 7. 74 (d, J=8. 5Hz, 1H), 8. 05 (s, 1H),
8. 46 (d, J=5. 4Hz, 1H), 11. 17 (br, 1H)

HESHE (EST-MS, m/ z):537, 539 (M'+1)
KR 46 : N— (2, 6 =FALFS—3-FUIIL) =N’ — {4—[ (6,
(—PAbF—4—F ) UI) AFN—2, 5-VAFNT =)} ILT
4—[ (6, T=JAbF—4—-F/U)) FF]-2, 5-IXAFILT=
V2> (100mg) #200%k)A (10ml). PUZFIFTIL (1ml) 7
ERELZE, 200X 5 BB LAERNUKRZSY (92me) 2MAT3 0
AEEETHRRL/C, RIZ3-F3X /-2, 6 —JARFIEYUD2(70me)
ZINA. BRT—BRIBRL 2. REERICEMREKEF MUY AKRERENZ 2
DO LATHEL, 700RNLABEREF NU Y ATERE L~ BETSEE
EBELTRONALKRS 2, PBOYVOORIAERL., TICEBOT—F
WEmziz, FHLEHREBRRL, ZEOLEYE124mg. NET7 9% T
=7z,
'H-NMR (CDC1;,400MHz):62. 17 (s, 3H), 2. 27 (s,
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3H), 3. 89 (s, 3H), 3. 95 (s, 3H), 4. 06 (s, 3H), 4.
07 (s, 3H), 6. 31 (d, J=5. 1Hz, 1H), 6. 34 (d, J=
8. 5Hz, 1H), 6. 36 (s, 1H), 6. 74 (s, 1H), 6. 99 (s,
1H), 7. 44 (s, 1H), 7. 57 (s, 1H), 7. 60 (s, 1H), 8.
20 (d, J=8. 3Hz, 1H), 8. 46 (d, J=5. 1Hz, 1H)
HEHHE (EST-MS, m/2z): 505 (M+1)
EWEHI46 : N— {(4— [(6, 7= APFL—d—F,U)l) #%F3] —2.
5—YAFNTxZ)) =N’ = (4=RAKFLTx=)) L7
4= [(6, T=PAPFT—4~-F/U)L) FF] -2, 5-TAF LT =
)2 (100meg) 27000 AL (4ml) ICHEMLEE. 4—AREL T
ZHAVITFI—bh (60u 1) EMATERT—BREL~E. BETFARIEESZ

EL. BoNKSEZLEDO I OORIVAICERELE., TS8OI —F)L %
MA. LR EZRSIEBL . ZREDLLEWE 11 0me. K7 4% TE
7z
'H-NMR (CDC1,,400MHz):62. 07 (s, 3H), 2. 26 (s,
3H), 3. 76 (s, 3H), 4. 03 (s, 3H), 4. 08 (s,3H), 6.
39 (d, J=6. 1Hz, 1H), 6. 80 (d, J=9. OHz, 2H), 6.
87 (s, I1H), 7. 36 (d, J=9. 0Hz, 2H), 7. 55 (br. 1
H), 7. 62 (s, 1H), 7. 67 (s, 1H), 7. 80 (s, 1H), 8.
19 (br, 1H), 8. 27 (d, J=6. 1Hz, 1H)
HESHE (EST—-MS, m z): 474 (M+1)
Ehifld47 : N— {4— [(6, 7= AbFT—a—F/YNL) FF] —2
——btaO7z2)V -N’' —Jo)yLy

4—-[(6, 7T=AbF>—a-F/U))FAF]—-2-rOry=uU> (1
50mg) Z2700KINA (10ml), NUZFILTI> (1. 5ml) ICERE
L2, 7000 AICEHELIENYRAY Y (144me) #2M0% T, nsus
iz SHMULLZ. XKicn—70E) 73> (31meg) #MAT. X510 NES
fE 2RE L. RIGERICEFUREAKSZ T DU AKBIRENZ 71 V™ +I10 5
fFFL. 200V ATHEL, BETSEEZ2EELTESNARIE, 70O
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TIWVL/ TR (4/1) TREATSUAIF N IO NS T4 —Iz k08
ML, REOMLEWE160me. NKS 6% THE-,

'H—NMR (CDC 15, 400MHz):61. 01 (t, J=17. 5Hz, 3
H) ,1. 59—1. 69 (m, 2H) ,3. 27—3. 34 (m, 2H), 4.
05 (s, 3H), 4. 06 (s, 3H), 4. 95—-5. 01 (br, 1H), 6.
47 (d,J=5. 4Hz, 1H), 7. 43—-7. 51 (m, 3H), 8. 04
(d,J=2. 7THz, 1H), 8. 53 (d,J=5. 4Hz, 1H), 8. 81
(d,J=9. 3Hz, 1H), 9. 74—-9. 79 (br, 1H)

HEOHE (FD—-MS, m/ z): 426 (M)
Ehtigld8 : N— (2, 4—-YI7)NA07x=J)) =N’ — {4— [(6, 7—
AbhFr—4—-F/U)N) FFZ] —2—=—rOT7x=J} IL7F

4—[(6, 7T—ZAbrFT—4—-F/9)L) ATF]—-2—-z—bor=-uU (1
00mg) Z7o0F)A (10ml). PUIFILFTIL (1ml) ICBEBELAE
®., 700FINLICEBELIZNIFRZASY S (9 6me) 2MAT. MBGSHEE 5
FEIL7Z. RIZ2, 4-I7)A07=1U> (45mg) BMAT. 57k
BiiE 1B L7z, ROSHRIZEFIREKET b Uy LAKEBEEMA T 1 U™ TR
fFL. 700NV ATHELZ, BEFTAEEZZEELTEONAEXE, Yoo
RNVL/TERY (3/1) TREATHHEB NS NVIOXYNTS T4 —ink
DIFEL. ZEOLLEWZ8 1mea. INK5 6 % TE-,
'‘"H—NMR (CDC 15, 400MHz):04. 05 (s, 3H), 4. 06 (s,
3H), 6. 50 (d,J=5. 1Hz, 1H), 6. 91—6. 938 (m, 3H),
7. 45 (s, 1H), 7. 49 (s, 1H), 7. 50—7. 54 (m, 1H),
7. 88—7. 97 (m, 1H), 8. 05 (d,J=2. 9Hz, 1H), 8.
54 (d,J=5. 1Hz, 1H), 8. 77 (d,J=9. 3Hz, 1H), 9.
98 (s, 1H)

HEOHE (FD—-MS, m/ 2):496 (M)
Emfl49 : N— {3, S—rruod—4—1(6, T—ArF—4—F
D) AFIANTxZ)} =N = (2, 4= )40 xz=)) L7y

8, 5—=2ron—4—-[(6, T—YArF—4—F/U)b) FF]7=




WO 00/43366 PCT/JP00/00255

- 76 -
D> (6§3mg) Z700%I)A (5ml) ICBMEL. 2, 4—I)0407 ¢
WAV TF—b (34u 1) ZMAT—BMBERL~, BE FAEEEE
LTHLHNZREZE, yaobR)VA/ TEbh> (2/1) TRET3LU A7)
JORBMIST74—ICKOBEL, KEOILAWE 5 6meg. INL7 4 % THE~,
‘H—NMR (CDC 1, 400MHz):64. 05 (s, 3H), 4. 09 (s,
3H), 6. 26 (d, J=5. 4Hz, 1H), 6. 86—6. 93 (m, 2H),
7. 05 (s, 1H), 7. 44 (s, 1H), 7. 46 (s, 1H), 7. 60 (s,
2H), 7. 64 (s, 1H), 8. 01—8. 05 (m, 1H), 8. 48 (d,
J=5. 4Hz, 1H)

HENHE (FAB-MS, m/ 2z):520, 522, 524 (M'+1)
EMEFIS O N— (2, 4=2I)A0T7x=)) =N’ — (2 —T)F0o—4
— ({6 —AbF =7 (2—FNTHU/ITrF) —4—F ) Y)NFF)
ZxzZI)) TLT

N=(2, 4=27)F07xz=Z)k) =N’ —{2—-T)FDO—4—- [(7-t
ROF~6—-AbF—4—-F /) AF2]1 722} LT (20me).
KEHV DAL (Tmg). 3TVEFFS—n—TFFILT7FEZIA (Z2meg). N
— (2=700XF)N) EBINKU EEE (1 0me) 2N, N=IJAFILKR
LTIF (Iml) IZEBL 7T OCT—BRIBRE L. RISHIZ 80 REEKZEF R
U LRERZIA . 200V ATHEBEL., OOkl AR EEKEE< Y R
PULTEHBRLUL. BETAEEZZEXRELTEONAREE. 700KILAS XY
= (30//1) TREATZ2EREUATXN ORI T T 4 —ic L DERL.
REDOLEWE L 4mg. K5 7% THEE,

'H—NMR (CDC1;, 400MHz):62. 57 (t, J=4. 4Hz,
4H), 2. 88 (m, 2H), 3. 69 (t, J=4. 4Hz, 4H), 3. 94
(s, 3H), 4. 26 (t, J=5. 9Hz, 2H), 6. 43 (d, J=5.
1Hz, 1H), 6. 77—6. 95 (m, 4H), 7. 35 (s, 1H), 7. 4
3 (s, 1H), 7. 96—-8. 02 (m, 1H), 8. 13—8. 17 (m, 1
H), 8. 44 (d, J=5. 1Hz, 1H)

KI5 1 N— (2—rnn—4—~ {([6—AbF—7— (2—FJVFU /T
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hPF) —4—-F /U] FF2) Jx=)V) =N’ — (2, 4—7)0407
z=J)V) 97

N—{2~-700-4—- [(7T-EROFL—-6—RArFT—4a4—-F/UJ) #
F] Tz} =N’ = (2, 4=27NA0T72=)) L7 (1 74mg)
EN, N=TUAFIBIATIR (9m1) ICHEBMUEE., BEHIUYLA (64
mg). AVETFS-n~—TFFNTFEZTUL (14mg). N— (2—-00
IFIN) BILER VIEEEE (86mg) ZMA/. 70CTL 7 EERE. K
JSMICEARNERBEKFE T MU T LKBIERMAZ. Z7OORILATHEL., »oo%k
WALRBZHAKRBE T M) DA THBRL - BETREsGELTEONRY &,
700RNVLS AT /=) (20,71) TRETSUAF )L 2OTRTS 74
—ICEDREL, REOLLEWE 7 5me. NE 3 5 % THE~,

'H-NMR (CDC1l;, 400MHz):62. 60—2. 67 (m, 4H),
2. 95 (t, J=6. OHz, 2H), 3. 71~3. 79 (m, 4H), 4.
01 (s, 3H), 4. 33 (t, J=6. OHz, 2H), 6. 50 (d, J=
5. 1Hz, 1H), 6. 85~6. 97 (m, 2H), 7. 09—7. 17 (m,
2H), 7. 22—-7. 27 (m, 2H), 7. 42 (s, 1H), 7. 50 (s,
1H), 7. 97—8. 01 (m, 1H), 8. 28 (d, J]=9. OHz, 1H),
8. 51 (d, J=5. 1Hz, 1H)

HESE (EST-MS, m/z): 585, 587 (M'+ 1)

EWEFIS 2 - N— (2, 4= 7)yA0T7x=J)) =N’ — (4— {([6—AXIF
7= (2-FINWKY/ITRFHD) —4—F /U] FFL) —2, 5=TUX
FI 7)) oLTF

N=— (4= {[7— (RZPNAFL) =6 —AbF—4—F U] FH)
=2, 5=YAFNTzZI) -N' — (2, 4—=27)AQ 7)) LT
(366meg) ZN, N=ZAFILRIVATIR (6m 1) ITHEMEL. KEE(L/S
ZYUL (366meg) ZIA. KREFHKTEET LBRIBIRLE. BT FAL
EEELODORIVA, AY ) —)VITEMRL, ©5 MEBLZ, KIZ, BET
BEHEZERLTHESNAEREE (21 3mg). REHSITA (109meg), I
BT bZ—n—TFINT2>EZTAL (1 2meg). N— (2—20oOxTF)b) E)
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T EEEE (74meg) 2N, N=PAFINHRIVAFTIER (5m1) WL
TOCTI®BALL. HETEZE2EEL. BonBIICkEMI OOk
WATHHL., 700RVABEREF M) TATERLE. BETEREZE
LTRONIEEKSE, 2700FRVALA AY =)L (10./1) TRETI2HES
ATV ORI ST 4 —ICL0BERL. BEOLEWE106meg. NE5
5% T+,

'H-NMR (CDC 15, 400MHz):62. 17 (s, 3H), 2. 27 (s,
3H), 2. 64 (t, J=4. 6Hz, 4H), 2. 96 (t, J=6, OHz,
2H), 3. 76 (t, J=4. 6Hz, 4H), 4. 03 (s, 3H), 4. 34
(t, J=6. 0Hz, 2H), 6. 31 (d,J=5. 4Hz, 1H), 6. 4
7 (s, 1H), 6. 81 ~6. 92 (m, 3H), 7. 00 (s, 1H), 7. 4
3 (s, 1H), 7. 54 (s, 1H), 7. 58 (s, 1H), 8. 05—8. 1
2 (m, 1H), 8. 47 (d, J=5. 4Hz, 1H)

EMig15 3 i N— (44— {[6=—AbFL—T7— (2—FNKUY )T rF) —4
—F U] AFL) -2, 5= AFITrxI) =N’ — (2—ArF 7T
=)V OL7T

N—=(4—{[7T— RPN FF) —6—AbF—4—-F /U] FF)
=2, STVAFNTzZI)N) —N' — (2—=AbF 7)) LT (36
3mg) &N, N=IAFIHRIATIR (6m 1) ITHEML. KEL/SS 2w
L (363meg) ZMA. KEFZEFEATHETIBRBRLE., WETAEE2EE
LZonof)bh, AZ /) —IVCEEL. £540 MBIBLE. KIZ. BE TR
BRLTHRSNAEE (19 1me). KEHNU YA (219meg). LS H
J-n—T7FNTEZTUL (12mg). N— (2—2O0QIFI) EILKRY >
BRI (148meg) &N, N=ZUAFNUFRIATIR (5ml) ICHEmELT 0
CTIBBHE L. BETASZEEL., BoN/EBIITKkEMI S OORILA
THHL., 7008V ABERET DU LTERLE., HETFTAESEELT
"BoENLIKRSZ, 700KV LS RS /=)L (10/1) TRET>EEIUAH
TWoaI IS T4 Tk DRl ZEOLAWE101Ime, NR55%
T,
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'H-NMR (CDC1;,400MHz):62. 17 (s, 3H), 2. 28 (s,
3H), 2. 64 (t, J=4. 5Hz, 4H), 2. 96 (t, J=5. 9Hz,
2H), 3. 76 (t, J=4. 6Hz, 4H), 3. 83 (s, 3H), 4. 04
(s, 3H), 4. 34 (t, J=6. OHz, 2H), 6. 30 (d,J=5.
4Hz, 2H), 6. 86—-6. 90 (m, 1H), 6. 96—7. 06 (m, 3
H), 7. 16 (s, 1H), 7. 43 (s, 1H), 7. 57 (s, 1H), 7.
59 (s, 1H), 8. 11—-8. 16 (m, 1H), 8. 46 (d, J=5. 4
Hz, 1H)
KiEFIS 4 N— (2—2700—-4— {[6—ArFT—7— (2—ArFIT
b)) —4-F/JV)NFAFL) 7)) =N — (2, 4—2o)407
z=)V) LT
DAFINAINEFR(2m 1) IZKFBRTFTFITAL(60Ww%, 153me)
ZiA., 6 0CT3 0BBREERICZL. 4—-73/—-3—-r007x/—)iE
B (343meg) ZMAERTL 0SBRLE. RICZAFILZIKRFIR (2
ml) THEMBLIL4-—2700-6—RARFI—7T— (2—AbFILIThF) F
JU2(254mg) £MA 11 0CT—BRIBHRLE., RINKIZKZMNZ 70O
NIV ATHE LR, 7 00RIVAEE FIREEKRET N AKBEE TR L.
KBRS N D LATEREL., BETEEZBELTESNE®KREZ, 700
TIWL/ T2 (7/3) TREATRUASIVIOIRNIT ST 4 —IiCL 0D
"L, 2-700-4— {[(6—APFT—7— (2—RAbFTIThrF) —4
—F/UNFF) TV EEERMETDEEH3I 3 2meg 2B/, FD
558 3mgzEroofk)lA (5ml) IZHEMEL., 2, 4—2T7NFA0 7))
AVITI—hF (32unl) ZMAT—MMABR L, BETFTABREZZXRLT
"Tonikez, yoofibL/ FEb> (2/1) TERITSUAF)IL s
NNTST74—ICHDOBEL, ZEOLEWES OmeBi-.
'H—NMR (DMSO—ds 400MHz) 63. 75—3. 77 (m, 2H),
3. 94 (s, 3H), 4. 27—4. 29 (m, 2H), 6. 55 (d, J=5.
1Hz, 1H), 7. 04—7. 09 (m, 1H), 7. 25—7. 36 (m, 2
H), 7. 42 (s, 1H), 7. 50 (s, 1H), 7. 51 (s, 1H), 8.
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09-8. 15 (m, 1H), 8. 24 (d, J=9. 0Hz, 1H), 8. 49

(d, J=5. 4Hz, 1H), 8. 82 (s, 1H), 9. 31 (s, 1H)
KMEFIS 5 : N— (2—2700—-4— {[6—ArFP—T7— (2—ARF>T
b¥E) —4—-F/UNAFZ) TJxZ)) =N’ = (2—XhF2 7))
ory

PAFIANWEFE (2m 1) TKFEHXEFRIIITIA (60w, 153me)
ZMA. 6 0CT3 04 WBBERICL, 4—73I /-3 —4s0O07x/—)LiE
BetE (343mg) ZMAEETL 0B LA, KICCAFILZNKRFI R (2
ml) KBELZZ4—-700-6—-—AbPFT—7— (2—RARF2ThE) %
JU> (254meg) ZMA 11 0CT—HRBHRLAE., RSEIZ/KEZIMZ 700
BIVATHE L7, 7008V ABEBEFEEKEF MU 7 LKERTHEE L.
KB N DL TERLUE, METEEEZZEELTESNARIE, roo
BWVL/ TN (7/3) TEEATSUNSIN 7O RT ST 0 —ick 08
BL. 2-=700-4— {[(6—ArFL—7— (2—APFIThF) — 4
—F/VIAFI) TZUEEERMETHESW3 3 2meg 2B, F0
5583mgZzr/O0O0FRIN A (5ml) ITEML, 2—ARFT Tz 1V
TFr—h (35u 1) ZMAT—MIMBER Lz, METHEBEZZELTESH
TSR, yoafRsL S TERNY (21) TEBETS YA )L sav Ry
74 —KKDFEL. XEBEOLEWE 3 ImegBi.
'H—NMR (DMSO~-—ds, 400MHz) 63. 75—3. 77 (m, 2H),
3. 90 (s, 3H), 3. 94 (s, 3H), 4. 27—4. 29 (m, 2H),
6. 55 (d, J=5. 1Hz, 1H), 6. 89—7. 05 (m, 3H), 7.
24—7. 27 (m, 1H), 7. 42 (s, 1H), 7. 48 (d, J=2. 7
Hz, 1H), 7. 50 (s, 1H), 8. 08—8. 11 (m, 1H), 8. 18
—8. 22 (m, 1H), 8. 49 (d, J=5. 4Hz, 1H), 8. 99—-9.

03 (m, 2H)
EHIS 6 : N— (2, 4—T7)bAn07x2J) =N’ — (4— {[6—R K
Fr—T7— (2-RbFZThF) —4-F Y FFL} —2, 3—TX

FIN 7)) LT
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N= (4= {[7T— (RZPNFF) —6—ArFL—4—F /U FF}
—2, 3=VAFNTzZI)) =N’ — (2, 4—=7)FaT7 =)L) ILT
(213mg) N, N=PAFIKRILLTIR(5ml). N\UITFILTI> (1
ml) ITHEBL. KBNS P A (40meg) 2L, AZESRESTEET—
MR L. RINRZEES1 MNEBLZ7OOFRIL Ay ) — )L TkELE, B
ETHEZEEL THESNZEZT184megD B0 90meg%EN, N—IRXAF
WARIVAT IR (1. 5ml) AL, 2 ZICkEEA U ™A (32mg). I
tFho—n—-—TFIT>EZIAL(Tmg). 2—TOEIFNAFINI—FI)
(32mg) ZMA. 70CT—HEEHRLA., RIGKICBEFIBEAEF R UYL
KEEHEZMZ, 700FR)VATHHL, Z7O00FRIVABEEKRE Y 3% A
THEHBELZ. METBEEZEEL THEONAEIE, yOnKR)LA/ TE R (2
1) TRETEBUANTS NV I7OX N S T7 40— 2L 0ESL . EEHOLES
711 0megfEi-,
'H-NMR (DMSO—d., 400MHz):61. 97 (s, 3H), 2. 1
7 (s, 3H), 3. 31 (s, 3H), 3. 70 (t, J=4. 4Hz, 2H),
3. 90 (s, 3H), 4. 21 (t, J=4. 4Hz, 2H), 6. 18 (d,
=56. 1Hz, 1H), 6. 95—6. 98 (m, 2H), 7. 22—7. 31
(m, 1H), 7. 34 (s, 1H), 7. 51 (s, 1H), 7. 62 (d, J=
8. 8Hz, 1H), 8. 03—-8. 10 (m, 1H), 8. 36 (d, J=5.
1Hz, 1H), 8. 38 (s, 1H), 8. 79 (s, 1H)
EWEFIS 7 i N— (4— {[6—APFT—7— (2—AFNFIIThrF) —4
—F/VUINAF) =2, 3=—UAFITxZ)) —N' — (2 —ArFT
)V o7

N— (4= {[T— (RZNFFL) —6—XAbF—a4—F/ YN]FF)
—2, 3=TVAFLTITI) =N’ — (2= RELTLZI) HLT (16
Ilmg) ZN, N=ZAFIEKRNLTIR (4ml). NUIFITFI>(1ml)
WCIEREL ., JKREE(E/RS DT L (32me) ZMA. KESZHKT=E T—HiBk
L7z, ISR ZtL 51 MEBLZOOFRIVA ALY J—)LTHEL>. BETER
BHEEELTR/RONALEZEZ223megDHd>BD1 10megEN, N—IAF Lk
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WLTIEF (1. 5ml) ICEREL., TTIKREN YA (23meg). AT
Fo—n—-7FINT72EZTIL (5mg). 2—-TOFEIFILAFII—FI (2
3mg) ZMA. 7T0CT—BELz, RISKICBHRREEKSESF MU AKE
BZMA. 2700FRIVATHEL, Z7O0OR)VABEEKKET Y X2 ATE
BLEZ. BETERZERELTHESNAEZSZ, yoORILA/ 7TEr> (27
1) TRATZ EBIVANTNIUOR NS T4 =X 0BERHL. ZEOLLESY
Z8 9mgfFk.
'H-NMR (DMSO—-d:, 400MHz):62. 00 (s, 3H), 2. 1
7 (s, 3H), 3. 70 (t, J=4. 2Hz, 2H), 3. 83 (s, 3H),
3. 90 (s, 3H), 4. 22 (t, J=4. 2Hz, 2H), 6. 19 (d,
J=5. 1Hz, 1H), 6. 81—6. 88 (m, 2H), 6. 94—6. 97
(m, 2H), 7. 34 (s, 1H), 7. 51 (s, 1H), 7. 58 (d, J=
8. 8Hz, 1H), 8. 07 (d, J=8. 8Hz, 1H), 8. 36 (d, J
=5. 1Hz, 1H), 8 48 (s, 1H), 8. 58 (s, 1H)
KBS 8 : N— (2, 4—27)FA0 7)) —N' — (4— {[6—AKF
=T = (2 APFITIF -4 —-F ) UN] FF) -2, 5=TAFIL
Jx=J)V) oL7F

N=(4—-{[7- (R2NAF) -6 —APFT—4—-F /U] FF)}
—2, S=VAFNTzI)N) =N’ — (2, 4= T)NFOT7)) LT
(366meg) &N, N=ZJAFIKIVATIRK (6m ) ITHEML. KEEL/S
VUL (366meg) EIMA. KFRFHEKTEET 1L BBERLZ., BETAEL
ZEEL7OOFRINAL. X5/ —IVICE@EL. 514 MEBL~. XKIZ. RET
BEEZZEELTHESNLEE (213meg). REHYTAL (109meg). 3
b —n—T7FNTEZUL(12meg). 2—JOFIFINAFII—F
(40 1) ZN, N=ZAFIVEIATIERK (5ml) ITEMBL70CT1
BRI L. BETHEREBEL, HoNLBSITKEMA 7 OOR)LL THIE
U, 2700FNVABERET MU T ATEHELZ, BMETHEEZEELTESN
eREE, yooOfRIA S ALY =)L (10.71) TRERT2EBUHTILY
BYrT 274 —ICKOBRL. ZEOLEWE 1 24me. K7 3% TH:.
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‘H—NMR (CDC1;,,400MHz):62. 17 (s, 3H), 2. 26 (s,

3H), 8. 49 (s,3H), 3. 90 (t, J=4. 8Hz, 2H), 4. 03
(s,3H), 4. 34 (t, J=4. 8Hz, 2H), 6. 30 (d, I=5.
1Hz, 1H), 6. 57 (s, 1H), 6. 81—6. 95 (m, 3H), 7. 0
0 (s, 1H), 7. 43 (s, 1H), 7. 55 (s, 1H), 7. 57 (s, 1
H), 8. 05—-8. 14 (m, 1H), 8. 46 (d, J=5. 4Hz, 1H)
HEB #HE (ESTI~-MS, m/ z):524 (M'+1)
EHEFIS 9 i N— (4— {[6 —APFI—T— (2—=ARFLTFFL) —q—
FLUN] AFP) -2, E-PAFN Tz =N’ — (2—RARFo T
=)L) LT

N=(4—-{[7— R FF) —6—RA F—a—FY)l] FF)
—2, §=IAFNT ) =N’ — (2—ArFZTx=)) YLF (36
3mg) N, N=UAFIFILALATIRK (6ml) ICHEMBEL. KEEL/SS D
L (363meg) ZMA. KEFHKITEIE T WIERLA, RIETARSZEE
Loaor)bi, AZ ) —)VITEREL., 51 FEBLAE. KIC. BETARS
HELTHEONEEE (19 1meg). ®EAUYA (110meg). IfF k
Z=n=TFINTEZTL(12mg). 2—TOEIFNAFII—FI (8
Omg) ZN, N=ZAFIUFINALATIR (5ml) ICEML 7 0°CT 1 i
L7z. BIETHEHBEZZEEL., o8BI ckEmasoofR)lATHEL, &
OO A ERET P U ATER L, METEREEEL TR 5 NARES
. 200FRMVLAY =)L (10,/1) TRETEE U rOv -
274 —ICKOBEL, REDOLEWE 1 28me. INRT7 6 % TEE,
'H—NMR (CDC 15, 400MHz):62. 17 (s, 3H), 2. 28 (s,
3H), 3. 49 (s, 3H), 3. 83 (s, 3H), 3. 90 (t, J=4. 8
Hz, 2H), 4. 04 (s, 3H), 4. 35 (t, J=4. 9Hz, 2H), 6.
30 (d,J=5. 4Hz, 1H), 6. 33 (s, 1H), 6. 86—6. 90
(m, 1H), 6. 96—7. 06 (m, 3H), 7. 17 (s, 1H), 7. 43
(s, 1H), 7. 56 (s, 1H), 7. 58 (s, 1H), 8. 12—8. 17
(m, 1H), 8. 45 (d, J=5. 1Hz, 1H)
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HE HE (ESI—-MS, m/ 2): 518 (M'+1)
EMEFI6 0 - N— (44— {[7T— (RODIFFL) —6—AF—4-—F)
JIAF) =2, S=TAFI 7)) =N’ — (2= A RFTT1x2))
ov7

4= {[T— RZ2NAF2) —6—AbFT—4—-F/UNjAF} — 2,
3—TUAFNTFTZY(260meg) EN, N=IAFIILHRINALATI R (5m )
CEBLIE®R. 2-APFI Tz MVSF7TFH—b (1 16meg) EMATE
BCT—RRRIS Uiz, RUSRICEIFIERBE KRS MU D AKBIEEZ ML, ZookiL
LATHH L, 700R)VABEZEKEEY VR U ATEELE, BETFTAE:
BELTHESNEEEZ, JoafRlia/ TEh2 (2/1) TRET EE
JATNZ7OT T IT7 4 —ICXKOBRL, ZREOLE®WE 16 9meg. NE4
7% THI=.
'H—-NMR (DMSO-ds, 400MHz):61. 99 (s, 3H), 2. 0
2 (s, 3H), 3. 83 (s, 3H), 3. 90 (s,3H), 5. 25 (s, 2
H), 6. 18 (d, J=5. 3Hz, 1H), 6. 81 —6. 87 (m, 2H),
6. 95 (d, J=6. 1Hz, 1H), 7. 29—7. 59 (m, 7H), 8.
07 (d, J=6. 1Hz, 1H), 8. 35 (d, J=5. 3Hz, 1H), 8.
48 (s, 1H), 8. 58 (s, 1H)
Efig6 1 N—-{2-2r00-4-[(6,7—-IAbF—4—-FF/1=)))
AF) TN =N — (2, 4= 7)VFAOT )V} ILT

2—z7uon—4- [(6, T—-IAMF—4—-FFJU)l) AF2] 72U
> (214meg) Zr7oofibs (5ml) WKHEMBLAE, 2, 4 -2 7)F D
ZxZIAVITF—br (180ul) ZWMATT7T OCTARBIRIGEL/Z. ©C
WEBOI—FTI)VEMA, FHLEKBRERSIEAL. ZEO(LEHE 1 46m
g. NE4 6 BTHE:-.

'H-NMR (DMSO—-dy, 400MH=z):63. 98 (s, 3H), 3.
99 (s, 3H), 7. 03—=7. 10 (m, 1H), 7. 28—7. 37 (m,
2H), 7. 40 (s,1H), 7. 56 (s, 2H), 8. 08—8. 21 (m,
2H), 8. 57 (s, 1H), 8. 80 (s, 1H), 9. 30 (s, 1H)
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HESHNE (ESTI-MS, m z): 487, 489 (M'+1)

K6 2 : N-{2-200-4-[(6, 7= AbFI—4-—FFJU))

AF] 7)) - N’ —ZoEiyL7

2-o00-4—-[(6, 7T-RAbF—4—-FFJUZ)) FF2] 721
> (5. 13g) 2700FK)bA (1L00ml). RUZTFILTI> (50m1)
CERLZR, yoofibs (3ml) WEBLERNIKRY Y (4. 59 ¢g)
ZMAT3 04MBHRLE, RKiZn -0V T3> (2. 74g) 2MAT.
SO 2HMBRELZ, RIGRIZEAMRE/KRZET MY Y AKEKEZNAZ, yO00
RN LTHHL, 700FIVABEZEKRFEEF N UL TEREL -, BT AR
EZEELTHESONEESE, 2a0fRILAL Ay /)—)b (50./1) TERET
SUARTNZARRT 74 —ICEDBEEL, REOLEWEL. 14g. U=
6 4% TiH*=,
'H-NMR (DMSO~—ds, 400MHz):60. 91 (t, J=7. 3Hz,
3H), 1. 41—-1. 53 (m, 2H), 3. 05—3. 12 (m, 2H), 3.
97 (s, 3H), 3. 99 (s, 3H), 6. 99 (t, J=5. 4Hz, 1H),
7. 22 (dd, J=2. 7THz, 9. OHz, 1H), 7. 38 (s, 1H),
7. 46 (d, J=2. 9Hz, 1H), 7. 54 (s, 1H), 8. 04 (s,
1H), 8. 20 (d, J=9. 3Hz, 1H), 8. 55 (s, 1H)
HESWE (EST-MS, m/z) 417 (M+1)
EEFI6 3 N— {4 (6, 7T—PRAMF—4—-FF /Y FF7

=)} =N —TF)ITL 7

4—=[(6, 7T=ArFI—4-FFVUZI)AFL] 7= (50mg)
ZZoofR)bh (3ml)., PUITFINFTI (0. 2m ) ICBELE%, 70O
OFRNVLICERLENUFRAST > (5 0meg) 2MATERIRT 3 0 45 BHBRL -,
RICZFINT 28R (6 9meg) #MAT. SSICERT—BBERLE, K
BHRICAL ) —)VEMA, 700K IVA S AY ) =)L TRETDHPLCIC L D
L., REOMLEHE1 Omeg. NE1 6% THEE,
'‘H-NMR (DMSO—ds, 400MHz):61. 07 (t, J=7. 3H
z, 3H), 3. 11—-3. 14 (m, 2H), 3. 97 (s, 3H), 3. 99 (s,
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3H), 6. 10 (t, J=5. 4Hz, 1H), 7. 14 (d, J=9. 0Hz,

2H), 7. 37 (s, 1H), 7. 46 (d, J=9. 0Hz, 2H), 7. 55
(s, 1H), 8. 49 (br, 1H), 8. 53 (s, 1H)

BEOHE (ESI-MS, m/ 2): 369 (M*+1)
Khagl64 N~ {4 (6, 7—PAbFT—4—-FFJUZJ) FF17
=)V} =N —JoE)lyL7F

4—=[(6, 7T=PAPFT—4-FF/UZIJ) AFL]I7=U> (50me)
ZzOoOR)lA (3m1), RUIZFITI (0. 2ml) IZEBLAER, » O

ORIVACERLIZ NIRRT (5 0me) 2MATEIRT3 0 0BRL 7=,
RIZTZTOENTI (21u]l) ZMAT. SSRERTREBRLE, KISk
WCAY /—I)VEMA. 700FRINASAY ) =)L TREBTHHPLCIZ L D s L,
REDILEME3 O0meg., NE4L 7% THIE.

'H-NMR (DMSO—ds, 400MHz):60. 89 (t, J]=7. 6H
z, 3H), 1. 41—1. 50 (m, 2H), 3. 04—3. 08 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 6. 15 (t, J=5. 9Hz,
1H), 7. 15 (d, J=8. 8Hz, 2H), 7. 37 (s, 1H), 7. 46
(d, J=9. OHz, 2H), 7. 55 (s, 1H), 8. 48 (br, 1H),
8. 53 (s, 1H)

HESHE (EST-MS, m 2): 383 (M"+1)
KHHI6 S - N=TFI=—N" — {(4—[(6, T—CARFL—4—FFJ1—
V) AF vz} DT

4—=[(6, 7T=IAFL—4-FFJUII) AF2] 72U (50meg)
zrzoolR)vs (3ml). PUIFINTI (0. 2m 1) ICHEMLE%. 70
OFRNVAICEFELIZPYFRAT > (50meg) ZMATEIRTI 0 SRR L -,
RICTFINTI (22pu 1) EMAT, SSICERET—BREBRLE. KISEIC
AZ/=ZEMA., 200FRINLSAY ) =)V TEBTSHPLCIC L D BRI
REDILEWE2 9me. [NE4 3 % THE.
'‘H—NMR (DMSO—ds, 400MHz):60. 91 (t, J=7. 3H

z, 3H), 1. 28—1. 47 (m, 4H), 3. 07—3. 12 (m, 2H),
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3. 97 (s, 3H), 3. 99 (s, 3H), 6. 12 (t, J=5. 6Hz,

1H), 7. 15 (d, J=8. 8Hz, 2H), 7. 37 (s, 1H), 7. 46
(d, J=9. 0Hz, 2H), 7. 55 (s, 1H), 8. 47 (br, 1H),
8. 53 (s, 1H)

HEhE (ESI—-MS, m/ 2z):397 (M*+1)
EWEFI66 :N— {4—[(6, T—PARFL—4—FFS1)=J) *AF17
=)V} =N = RFIIoL7F

4—-[(6, T=PAPF—4—-FFVUZII) FF] 77U (50mg)
ZrzoofR)VA (3ml), PIZFITFTI (0. 2ml) WERLE%, ~ 0O
OFRNVLACERBLUIZMURRAT 2 (50meg) 2MATEETI3 0 45R@BERL -~
RICTINWNTI (260 1) 2HAT, SSICERT—BRBERLE., KEEIZ
AT/ —NEMA, 780K A/AY /=)L TEBTHHPLCICL DERIL .
EEDLEWZE2 Ilmg. NE3 0% THEE,
'H—NMR (DMSO—ds, 400MHz):60. 89 (t, J=7. 1H
z, 3H), 1. 27—1. 47 (m, 4H), 1. 41—1. 48 (m, 2H),
3. 06—3. 11 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H),
6. 13 (t, J=5. 6Hz, 1H), 7. 15 (d, J=9. 0Hz, 2H),
7
1

37 (s, 1H), 7. 46 (d, J=8. 8Hz, 2H), 7. 55 (s,

H), 8. 47 (br, 1H), 8. 53 (s, 1H)

BEIWHE (EST-MS, m z):411 (M*+ 1)
EWFI6 7 :N— (ec—TFI)N) =N — {4—1 (6, 7T—SARF—4—
FFVUDI) AFNT7I) LT

4—[(6, T=PAbF—4-FF/UI) AFL]1 7ZU>(50meg)
Zoood) L (3ml), FNUIZFINFI (0. 2m ) ICEML%. 70O
ORNLAIZEFELZRYRAST > (5 0meg) ZHATEIETI 0 0REEL-,
RiTsec-7FNT I (23 ul) 2MAT, SHICERBTHREBRLE. KIS
WIZAL /—IIZEMA. 200KV ASAY ) =)V TRET2HPLCIC L D fEH
U. REOILEHMZE 3 3meg. NE4 9% TE~,
'H-NMR (DMSO—ds, 400MHz):60. 88 (t, J=7. 3H
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z, 3H), 1. 08 (d, J=6. 6Hz, 3H), 1. 40—1. 47 (m,

2H), 3. 58—3. 64 (m, 1H), 3. 97 (s, 3H), 3. 99 (s,
3H), 5. 98 (t, J=8. 1Hz, 1H), 7. 15 (d, J=9. 0Hz,
2H), 7. 37 (s, 1H), 7. 46 (d, J=9. OHz, 2H), 7. 55
(s, 1H), 8. 38 (s, 1H), 8. 53 (s, 1H)

HESHE (ESTI-MS, m/2z): 397 (M*+1)

EhE#l6 8 : N—TUN—N'" — {(4—-[ (6, T—UARFI—4g4—FF /1=
V) FAFINT7z=ZI)V} U7

4=[(6, 7T=CArF>—4-FF VU AF2] 720> (50me)
ZrzooR)ls (3ml), FUZFILTI (0. 2m 1) WKL, 7o
OFRINLZERLZ MY BRZAT 2 (50meg) 2MATERETS 04587~
RIZTYUNT I HEEE (3 1meg) ZMAT, E5ICHET—BRIBRLF, K
JRBIZ AL /—IVEMA, 700FKIVASAY ) — )L CRET BHPLCIC L O
"L, REOLEWE2 1me. X3 3% TEE,

'H-NMR (DMSO—-ds, 400MHz):3. 73~3. 76 (m, 2H).
3. 97 (s, 3H), 3. 99 (s, 3H), 5. 07—5. 21 (m., 2H),
5. 84-5. 92 (m, 1H), 6. 28 (t, J=5. 6Hz, 1H). 7.
16 (d, J=9. 0OHz, 2H), 7. 38 (s, 1H), 7. 47 (d, J=
9. OHz, 2H), 7. 65 (s, 1H), 8. 53 (s, 1H), 8. 59 (s,
1 H)

HESWE (ESI-MS, m/ 2z):381 (M*+1)
EhEBI6 9 :N— {4—] (6, 7T—-ARFI—4-—FFJ/YZJ)) FF7
=)} =N’ — (2—=FOF¥=)l) wL7

4—-[(6, 7T—IAPFT—4-FFVYZ ) AF2] 720> (50me)
ZrzoafR)Vs (3ml). PUIFITIS (0. 2ml) ICEBLEZ, 7O
ORIV LICERLIEFURZT > (50meg) 2MATEERTS 045 HEBRL-,
RIZTONVFIIT 2 E#E (3 1meg) 2MAT, & SICERT—HRIBRL
oo RIGMRIZASY /—I)VEMAZ, 700K AL S AY ) — )L TREYT 3HPLCIC
FOREL, BREO(LEYWZE26me. NE4 1% THE~, H-NMR (DMS
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O—de, 400MHz):3. 11-3. 12 (m, 1H), 3. 89—-3. 9

0 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H), 6. 49 (t, J
=95. 9Hz, 1H), 7. 17 (d, J=9. 0Hz, 2H), 7. 38 (s,
1H), 7. 48 (d, J=8. 8Hz, 2H), 7. 55 (s, 1H), 8. 53
(s, 1H), 8. 68 (s, 1H)

HEDHE (ESI-MS, m/2z):379 (M*+1)
KIEFI7 0 :N— (2, 4 - INFOANCI)) =N — {4—[ (6, 7T —
AbhF—4—FFVU)) FFINT oI} LT
4—[%,7—9%%#9—4—#%?U:»)ﬁ#?]T:Uy(50mg)
27008 A (3ml). PUZFILFTI> (0. 2ml) CERLE#%. 7O
BARNLMTERLIZMYRRAT > (5 0meg) 2MATERTS 0 5RIMEEL -,
RIZ2, 4=I70FaRCPIN T2 (220 1) #AT. 5Ir=ET—
%%#Ltoﬁm%KX§/—NEMX‘7DD$%A/%&/~WTE%T%
HPLCIZX DHEEL . REO(LEWE 3 2me. INE4 1 % TEF,
'H—NMR (DMSO-ds 400MHz): 3. 97 (s, 3H), 3. 98
(s, 3H), 4. 32—-4. 33 (m, 2H), 6. 66 (t, J=5. 9H z,
1H), 7. 06—7. 10 (m, 1H), 7. 16 (d, J=8. 8Hz, 2H),
7.19-7.24(m, 1H), 7. 37 (s, 1H), 7. 40~7. 44 (m,
1H), 7. 48 (d, J=9. 0Hz, 2H), 7. 55 (s, 1H), 8. 52
(s, 1H), 8. 69 (s, lH‘)

HESHE (ESIT-MS, m/2z): 467 (M*+1)
EWFI 7T 1 :N— (4—] (6, V=P ARF—4-FFJSUZ)) FFT
=)} =N — (2=BUZ)AFI) YL T

4—[06, 7=UArF—4-FFVUZ)) FF] 720> (50me)
ZZ708%R)L (3ml1). PUIFNTI> (0. 2m ) ICBmE L%, ~7 0
RARNLIEFELIZ M URAT > (50me) 2MATERIETS 045 REL /-,
RIZ2, 4=2TNAORCDIITI (31 ul) 2MAT, E5Ic=EBT—
IR L7z. RISRICAY /—)LEMA, 200K A AY ) — )L TREST 3
HPLCIC L OMHL . ZEOLEHWZ 3 1meg. INL4 3 % TE-
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'H-—NMR (DMSO—ds, 400MHz): 3. 42 (s, 2H), 3. 98
(s, 3H), 3. 99 (s, 3H), 7. 16—-7. 19 (m, 2H), 7. 22
—7. 27 (m, 3H), 7. 38 (s, 1H), 7. 57 (s, 1H), 7. 67
(d, J=8. 8Hz, 2H), 7. 88—7. 92 (m, 1H), 8. 46~—8.
48 (m, 1H), 8. 54 (s, 1H), 8. 87 (s, 1H), 12. 19 (s,
1 H)
BEDHME (FD—-MS, m/ z): 431 (M*)
ERMPI7 2 :N— (2, 4=27)NFAOTx=)) =N — {d—[ (6, 7T—
AbhFT—4—-FF/UZ)) AFNT7xZI)) LT

4—[(6, 7= AMFT—4—-FFVYZJ) FF2]1F7=1U> (5 Omg)
zoOoofR)bs (3ml) WKEELE®, 2, 4-27)F07 224V 7
FT=b (24pul) ZMAT—HRIMEBT L7z, TH LSS5 EER. KEL=E
BOEEM%ES Smeg. NE7 2% THEX

'‘H-NMR (DMSO-—ds, 400MHz):3. 98 (s, 3H), 3. 99
(s, 3H), 7. 04—7. 08 (m, 2H), 7. 24 (d, J=8. 8H z,
2H), 7. 29—-7. 35 (m, 1H), 7. 38 (s, 1H), 7. 54 (d,
J=9. OHz, 2H), 7. 56 (s, 1H), 8. 06—8. 14 (m, 1H),
8. 51—8. 54 (m, 1H), 8. 54 (s, 1H), 9. 11—-9. 12 (m,
1H) _
HESHE (EST-MS, m/ z): 453 (M*"+ 1)
KFI7 3 :N— {(4—-[ (6, T—PAPFT—4—FFVUZJL) FF17
)V} =N — 4—7)lFgTz=)L) ILF

4=[(6, T—PAMFL—4—-FFVUZI) FF]7=-U> (50meg)
zZoof)Va (3m ) ICEBLEE,. p— 70407221V S 7F—k
(23 p1) ZMAT—HRMBER L7z, RINKRICAY J—ILEMA. OOk
Wb/ A5 7 —IVTRT SHPLCICL DML, REOILEWE 2 6me. X
B3 6%THE:Z.
'H—NMR (DMSO—-ds, 400MHz):3. 98 (s, 3H), 3. 99
(s, 83H), 7. 11—7. 15 (m, 2H), 7. 22 (d, J=8. 8Hz,
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2HL7.38(S,1HX7.46-7.50(m,2H%7.54(d,

J=9. OHz, 2H), 7. 56 (s, 1H), 8. 54 (s, 1H), 8. 72
(s, 1H), 8. 75 (s, 1H)
BESHE (ESTI-MS, m/ z):435 (M*+1)
EHpI74 N~ (4—-[ (6, 7T—VRAbF—4—-FFVYJL) FF17
=) =N = (C—AF)NT7zZI)) ILT

4—[(6, 7T=2PArF>—4-FF/UZII) AF] 7= (50mg)
Zr7OO0FIL (3ml) IZEBLE#. o— M1 ILA VI T7F—k (254
1) Z2MAT—BRMEARTK LIz, RISKICAY /—)bEmzx. 70oRILA S A
5/ —I)VTERTSHPLCICK DEHL. ZREOLEME 3 0me. NE4 1%
THFZ.

'H-NMR (DMSO—ds, 400MHz):2. 26 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 6. 93—6. 98 (m, 1H), 7. 13
—7.19(m, 2H), 7. 22 (d, J=8. 8Hz, 2H), 7. 38 (s,
1H), 7. 54=7. 56 (m, 3H), 7. 83—7. 86 (m, 1H), 7.
93 (s, 1H), 8. 54 (s, 1H), 9. 10—9. 11 (m, 1H)
HE HE (EST—-MS, m/ z): 431 (M*+1)
Wl 75 :N=- {(4—-[ (6, T—CARF—4—FFJUJ) FF1T
)V} =N = (2=AbFTxz2))) ILF

4=[(6, 7T=PAPFI—4-FF/UIN AFL] 71U (50me)
ZzZooiR)bs (3m 1) ICBERLEE,. 2—AMFS TNV TFH— K
(271 1) ZMAT—HMEABH Lz, RISKRICASY /—)V&mMz. rOook
WL/ AT/ —)VTRAT SHPLCICK DERL . ZEDV(LEWE 34meg. IX
T4 5%THERE.,
'H-NMR (DMSO—ds, 400MHz):3. 89 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 6. 89—7. 05 (m, 3H), 7. 22
(d, J=8. 8Hz, 2H), 7. 38 (s, 1H), 7. 54 (d, ]=38.
8Hz, 2H), 7. 56 (s, 1H), 8. 13-=8. 15 (m, 1H), 8. 2
3—8. 24 (m, 1H), 8. 564 (s, 1H), 9. 40—9. 41 (m, 1
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H)
HEHSHE (EST—-MS, m/ z):447 (M"+1)
EHFI76 :N— {2—2r00—-4—-[ (6, T—IAPFT—4-—FF /=
V) FFINT7 )} =N —ZFINILT

2—2700—-4—-[(6, 7T—-ARFT—a4—-—FFJU)) FF2] 72U
>(200mg) ZZ7o00R)A (5ml). PIIFITI (1ml) ICEE
Lz, o2 0afR)IVATERFELE M) EBRZXT > (1 79meg) 2MATEETS
OsMBERLLE. RICZFIVTIVEREE (246meg) 2MA T, 578
TR L. KNRICEMKE/KEF M) U AKBREZNA 7 0OKRIVAT
HHE L, 700NV ABZEKKEF MUY LATHEL-, MIETAREE2EEL
THONZESZI7O0RIAL S AY /—)V TREBTSHPLCIC L DERIL., 3=
BobkethZzZ159meg. NFE6 5% THE/.
'‘H—NMR (DMSO-—ds, 400MHz):61. 08 (t, J=7. 1H
z, 3H), 3. 11—-3. 16 (m, 2H), 3. 97 (s, 3H), 3. 99 (s,
3H), 6. 96 (t, J=5. 6Hz, 1H), 7. 23 (dd, J=2. 7TH
z, 9. OHz, 1H), 7. 39 (s, 1H), 7. 47 (d, J=2. 7THz,
1H), 7. 55 (s, 1H), 8. 02 (s, 1H), 8. 20 (d, =9. 3
Hz, 1H), 8. 56 (s, 1H)
HENWE (EST-MS, m 2z):403 (M*+1)
EWFIT7  N=—TFN—-N — {(2-2r700=-4—-[(6, 7T—IArFi—4
—FFVUDI) AFNT7ZI)V) LT

2—700-4—[(6, T—-2PAMFT~4—-FF/UZJL) FF2] 7Y
> (50mg) ZZOORIbA (5ml), FUIFIVT I (1ml) ICHEMEL
Z®. 70nRIIVAICERLENIERAY > (45meg) ZMATEIRTIOS
R L-, RICTFIVTI> (220 1) ZMAT, SS5ICERTIOHML
oo RIGHRICEAFIRE/KFET b U T AKBREZMA 7 0OR)VATHEL, 7O
ORI LBEHEKEET P TLTHELZ, BETAEEZZEELTESNE
cZI7OONRNALASAY ) =) TRERRETDHPLCIZLDERL, REOLEWME
30meg. X4 6 % TH,
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'H-NMR (DMSO—-ds, 400MHz):60. 91 (t, J=7. 3H

z, 3H), 1. 31—1. 46 (m, 4H), 3. 09—3. 14 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 6. 96 (t, =5. 6Hz,
1H), 7. 23 (dd, J=2. 7THz, 9. 0Hz, 1H), 7. 39 (s,
1H), 7. 47 (d, J=2. 7Hz, 1H), 7. 55 (s, 1H), 8. 03
(s, 1H), 8. 20 (d, J=9. 0Hz, 1H), 8. 56 (s, 1H)
HEME (EST-MS, m/ 2z):431 (M*+1)
KiEFI7 8 :N— {2-200—-4—-[ (6, 7T—JARFL—4—FF 1=
W) FAFINT7 )} =N —RCFIILT

2=2700-4-[(6, 7T=ZAMFI—4-FFVY)) FF2] 77U
> (50mg) ZrzooR)lh (5ml)., PUIFINTFTI> (1m1) TEEL
B 700FILICEELENIBRRY Y (45meg) 2MATEERETSI 04
AR L7z, RICTINTI> (260 1) £2MAT, S5ITEET3 049RIL
oo BUSHICEAFIREIKFET S U T AKBKEMA 7 0OFR )L ATHEL, 70O
BRIV LBERKEE T N Y DA TEZEL:, BETBEBEZ2EEL TESNAR
SEZOORINLAAY /- TRBETDHPLCICE DERIL ., SEOLESYE
33meg. NZFE4 9 % THE~,
'‘H-NMR (DMSO—ds, 400MHz): 60. 90 (t, J=7. 1H
z, 3H), 1. 24—-1. 34 (m, 4H), 1. 43—1. 48 (m, 2H),
3. 08—-3. 14 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H).
6. 97 (t, J=5. 1Hz, 1H), 7. 23 (dd, J=2. THz, 9.
OHz, 1H), 7. 39 (s, 1H), 7. 47 (d, J=2. 8Hz, 1H),
7. 55 (s, 1H), 8. 03 (s, 1H), 8. 20 (d, J=9. OH=z,
1H), 8. 56 (s, 1H)
HEH#E (ESI—-MS, m/ z):445 (M*+ 1)
FNBI7 9 :N— (ec—=TFI)) —N — {(2~20B—4—[(6, 7T—IA
b —4-—FFJUZJL) FFI97z=)0) w7

2—2700-4—-[(6, T—TPArFI—4—-FFJY=Z)N) FF2] 7= 1)
> (5 0meg) Z27O00FR)NAL (5ml), FUZFILFI> (1ml) ICHERL
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. J0O0FRINAICERELENURZZYS (45meg) ZMATEIRT30SH

FR# Lz, RiTsec— 7FIVT I (23u 1) #MAT. S5IZEET30
AEU 7z RIGRICEEFREEKRF T B U T AKBKEMA 7 ORIV A CHEBL.
ZO00RVLABEEKRES N LATERLE, BEFTAREEELTESR
ez 00FRINLAY ) —IVTERTBHPLCIC X DERL . EEHO(S
ME34mg. NES 2 % THE-,

'H-NMR (DMSO—ds, 400MHz): 60. 89 (t, J=7. 6H
z, 3H), 1. 09 (d, J=6. 6Hz, 3H), 1. 43—1. 46 (m,
2H), 3. 58—3. 66 (m, 1H), 3. 97 (s, 3H), 3. 99 (s,
3H), 6. 88 (d, J=7. 6Hz, 1H), 7. 22 (dd, J]=2. 4H
z, 9. 3Hz, 1H), 7. 39 (s, 1H), 7. 47 (d, J=2. 7THz,
1H), 7. 65 (s, 1H), 7. 98 (s, 1H), 8. 23 (d, J=9. 0
Hz, 1H), 8. 55—8. 56 (m, 1H)
HE HE (EST-MS, m/ z):431 (M*+1)
KEHFI8 0 : N—FUIN-N — {(2—2r00-4-[(6, T—JARF—4
—FFVUZI) AFINT ) LT

2—700-4-[(6, T-PAMFT~4—-FFVUI) FF2] 7Y
> (50mg) 2700F)NAL (5ml). PUIFINTI> (1ml) ICHEBEL
e, s0nFINLICERLIENUKRZS Y (45me) #MATEETI 0%
R Lc. RICTUNT I UHEEE (2 1meg) #MAT, E5ICEETI0
SR 7z, RIGHRICEEFIREEKFE T MU 7 A/KiBiE A 7 Oad)b A THIE L.
00NV LBEEKREST N D ATE®RLE, REFTEEEZEELTESH
ERE700RNA S AY )=V TRERTSHPLCICL DML, REOILS
Yi%Z45meg. IRE7 2% TH~E,
'H—=NMR (DMSO—ds, 400MHz):3. 76—3. 79 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 5. 10—-5. 24 (m, 2H).
5. 85—-5. 94 (m, 1H), 7. 11 (t, J=5. 4Hz, 1H), 7.
24 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 39 (s, 1H), 7.
49 (d, J=2. 7THz, 1H), 7. 55 (s, 1H), 8. 14 (s, 1H),
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8. 19 (d, J=9. OHz, 1H), 8. 56 (s, 1H)

HEoHE (ESI-MS, m/ z): 415 (M*+1)

FEMFI8 1 :N— (2—700—4—[ (6, 7T—TArFT—4—FFJ=

V) AFN7z2) —N — (2—-Fob¥=)y) L7
2—700-4—-[(6, 7T=JAMFT—4—-FFVUZ)L) FF2] 72U

> (50mg) 2700FRNA (5ml), PUIFILFTI> (1ml) ITEML

2B, J0O0BRNLICEBELIZRNUKRIY Y (45mg) #MATEETS3 0%

R Lz, RICTO/NLFILT I HEEEE (2 1meg) 2MAT. S5I10=E

T3 0mML7z. MBLZHREREER. kS LEFEOLESYWE38me. VL6
1 % T1E7=,

‘H—NMR (DMSO-~ds, 400MHz): 3. 16—3. 17 (m, 1H),

3. 93—3. 95 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H),

7. 25 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 30 (t, =5.

6Hz, 1H), 7. 39 (s, 1H), 7. 50 (d, J=2. 7Hz, 1H),

7. 55 (s, 1H), 8. 16 (d, J=9. 3Hz, 1H), 8. 18 (s,
1H), 8. 56 (s, 1H)

HEnHfE (ESIT—-MS, m/ z):413 (M*+1)

FMEFI8 2 :N— {(2—-r/00—-4—-[ (6, 7T—PArFL—4—FF/1=

W) AFNT7x2)b} =N = (2, 4= I)0FORNCII) LT
2—rn00—-4—[(6, 7T=-PAMFT~4—-FFVUZ)J) +F2] 7=
> (50mg) Z270Of)ls (5ml). PUIFITI (1m) IZHEREL
2B OOV LICERLIERNUKRAST Y (45me) #MATERETSI 04
Rt L7z, RIC2, 4= FAQXRCUNTI> (220 1) 2HEAT, =
SICER T3 00M LA ATHUZHSEEE. %k LEBOLLEWE 4 8me.
IR 6 4 % TIH=.
'H-NMR (DMSO—ds, 400MHz): 3. 97 (s, 3H), 3. 99
(s, 3H), 4. 33—4. 36 (m, 2H), 7. 08—7. 12 (m, 1H),
7.22-7.28(m, 2H), 7. 39 (s, 1H), 7. 42—7. 46 (m,
1H), 7. 49 (d, J=2. THz, 1H), 7. 54 (s, 1H), 8. 18
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—8. 20 (m, 2H), 8. 56 (s, 1H)
HBEOHE (ESI-MS, m/ z):501 (M"+1)
EWHI8 3 :N— {2—700—-4—[(6, T—JARFL—4—FFJy—=
) FAFNTT)) ~N = (2—FUZILAFIL) LT

2—=700-4—-[(6, 7T—CARFI—4—FFVUZ)L) FF2] 7=y
> (50mg) Z700FNA (5ml). PUIFILTI> (1ml) IZHEREL
B, 70O0FRNLAITERLIZNIRZIST > (45me) #MATEERETI 04
R LIz, KIZ2— (AFIWTI/) BUDS (194 l) 20T, 517
60T 1 IR U7z, RINHRICEIFREE /KR N U AKiBEE ML Z ook
IVATHHL, 700RNVLABEEKKEF N TATER LA, BETSEES
BELTRONIZEREIZ2700KIVA XY ) —)LTEMRYT 3HPLCIZ L D s
L. REOILEWE26mg. INE3 7% THE~.
'H—NMR (CDC 13, 400MHz):3. 51 (s, 2H), 4. 07 (s,
3H), 4. 07 (s, 3H), 7. 03—~7. 10 (m, 2H), 7. 19 (dd,
J=2. 7THz, 9. OHz, 1H), 7. 35 (s, 1H), 7. 36 (d, J
=2. THz, 1H), 7. 54 (s, 1H), 7. 76—7. 81 (m, 1H),
8. 38—8. 43 (m. 1H), 8. 56 (d, J=9. 0Hz, 1H), 8.
64 (s, 1H), 13. 53 (s, 1H)
HEOHE (EST—-MS, m/ z): 466 (M*+1)
EWEFI8 5  N— {2—00—-4—-[ (6, 7T—VARFL—d4—FFV Y=

) AFANT7x )yt =N’ — 4-F)bFa7z=)V) ILT
2=78080—-4—-[(6, T—=JARFT—4—-FFVYZ)L) FF2] 721
> (50mg) ZroOfR)bs (5ml) ICHBLAEE. p—7btnrz=)
AV TF—h (21unl) ZMATO OETIREEELE, FHLAERES
M. ¥R L. REOMEHES Tme. NES 1 % THE~.,
'H-—NMR (DMSO—ds, 400MHz):3. 98 (s, 3H), 3. 99
(s, 83H), 7. 13—7. 17 (m, 2H), 7. 30 (dd, J=2. 4H
z, 8. 8Hz, 1H), 7. 40 (s, 1H), 7. 48—7. 51 (m, 2H),
7. 55—-7. 56 (m, 2H), 8 21 (d, J=9. 0OHz, 1H), 8.
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31 (s, 1H), 8. 57 (s, 1H)
HES#HE (EST-MS, m/ z):469 (M*+1)
KEFIS 6 :N— {2—2r00—-4—-[ (6, T—JARFL—4—FF 1=

W) ZAFINTxZ)} =N — (2—ARFTT7x)) YLTF
2—700-4—- [(6, T—-PAMFL—4—-FFJUYZ)) 2] 72U
> (50mg) Z27O00K)A (5ml) KHEBLEER, 2—AMF2 720
TV T7F—hF (24ul) Z2MAT6 0ETIRMBERLAE, RISEIZAY )
—IVEMA. 700FRIVAL /XY ) —)VTREBTASHPLCICEDERL . £EOD

L& E3 9me. NES5 4% THE:~.

'H-NMR (DMSO—ds, 400MHz):3. 90 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 6. 89—7. 05 (m, 3H), 7. 29
(dd, J=2. 7Hz, 9. OHz, 1H), 7. 40 (s, 1H), 7. 54
(d, =2. 7THz, 1H), 7. 56 (s, 1H), 8. 09—8. 16 (m,
2H), 8. 58 (s, 1H), 8. 96—9. 02 (m, 2H)

HEE (EST—-MS, m/z):418 (M*+1)

EWEFI8 7 N— (2—-r0Bb—4—[ (6, 7T—IALF—4—FFUy=

W) AFN7z ) =N — (5=—rO0—-2—-FUI)) L7y
2-=700-4—-[(6, T-ZPAMFI—4—-FFVUZ)) FF2] 72U
> (50mg) 27/00FR)bA (5ml), RUIFITI> (1ml) ICEML
&, 700FRIVAITERUENURAY Y (45meg) ZMATCRBT3I 05
ML/, RKic2 -T2 /—-5—-2yo00¥y<> (23mg) #MAT. &5
WCE0ET 1 BRI L7s. RUSIRICAFIREE/KE T R Y AKGBEENZ 700
BIWATHEBEL, 7008V ABZEKEE ST N UATERLE., BETAE
ZEELTRONARTZ 00KV A AY /—)VTEBET DHPLCIZ L 0 &
L., REOILEWE 3 9meg. INE5 3% THE:E,
'H—NMR (DMSO—ds, 400MHz):3. 98 (s, 3H), 4. 00
(s, 3H), 7. 33 (dd, J=2. 7Hz, 9. 3Hz, 1H), 7. 40
(s, 1H), 7. 43—7. 48 (m, 1H), 7. 56 (s, 1H), 7. 60
(d, J=2. 7Hz, 1H), 7. 91 (dd, J=2. 7Hz., 9. 0Hz.
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1H), 8. 35 (d, J=8. 8Hz, 1H), 8. 40 (d, J=2. 4H z,

1H), 8. 58 (s, 1H), 10. 17 (s, 1H)

HEOHE (EST-MS, m/ z):486 (M*"+1)

ERepI8 8 : N— {(4—[ (6, 7T—VAbF>—4—FFSUZJL) FF]-
2=-7)Aa7z)} =N o)Ly

4= [(6, 7T=PRXAbFr—4—-FFVUZJ) +F3] —2-T)F0OF7 =
> (60mg) ZZ7OooR)LA (3ml1). PYUIFIFI> (0. Sm1) iz
WRLZE., 7008V AICEMLIZNYKRAZF Y (47mg) E2MATERT
SO LA, KITTOENT7I (200 1) 2MAT. 5I0EET—
BRI L7z, RIGIRICAS /=)L &4, 7 00FRIVASAY ) — )L TEBETS
HPLCIZE OBEL ., ZEOILEHEIme. INEK1 4 % TE~,

'H-NMR (DMSO-ds, 400MHz):60. 90 (t, J=7. 6H
z, 3H), 1. 43—1. 49 (m, 2H), 3. 05—3. 10 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 6. 61 (t, J=5. 6Hz,
1H), 7. 05—7. 07 (m, 1H), 7. 27~7. 31 (m, 1H), 7.
38 (s, I1H), 7. 54 (s, 1H), 8. 14~8. 19 (m, 1H), 8.
28—8. 29 (m, 1H), 8. 55 (s, 1H)
HESWHE (EST-MS, m/ 2):401 (M*+1)
EIEHI8 9 I N-TFIN—N' — {(4—[ (6. T—AbF—4-—FF/U=
W) AFAN—-2-—ulAnrxz=)l} 9L 7F

4—-[(6, 7T=UAbFr—4-FFJ/UZ)) FF] —2-T)FOT=
U2 (50mg) Z27o0FR)bA (3m1), RUZFILFI (0. 3ml) I7
BRELZR, JO00FRNVACERLEZNIRAY Y (4Tmeg) 2MATEERT
SODEMH L. RICTFINTFTI> (240 1) AT, S5ICRET—
WML, RIBRICASY /—)LEmA, Z208OR)NA S AEY J— )V TEBTSH
PLCICKORHEL . REDILEWE 2 5me. INE3 8 % THE/~.
'H—NMR (DMSO-—ds, 400MHz):60. 91 (t, J=7. 3H
z, 3H), 1. 30—1. 47 (m, 4H), 3. 09—3. 13 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 6. 58 (t, J]=5. 6Hz,
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1H), 7. 04—7. 07 (m, 1H), 7. 28—7. 31 (m, 1H), 7.

38 (s, 1H), 7. 54 (s, 1H), 8. 14—8. 19 (m, 1H), 8.
26—8. 28 (m, 1H), 8. 55 (s, 1H)

HESE (ESI—-MS, m/ z):415 (M*+1)

EHFI9 0 : N— (sec=TFJ)) =N — {(4—[ (6, 7T—TARFL—4g—
FF/VDI) FFN-2-T)FO T} ILTF

4—[(6, 7T=PAFr—4—-FFVUDI) FF] —2—-T)Fary=
D2 (50mg) Z2700FRIVA (3m1), PUZFILFI> (0. 3ml) Iz
BEELZE, JOORIVACERLERNIERZAYY (4 7me) 22 TZET
SOTMEAF Lz, RiTsec— 7FILT I (25u 1) BMAT. &5i=E
T—BRBHELZ. RISIRICAY J—)L&IMA. 200FRIVA S AY ) — )L TERE
TROHPLCIC K DHEEL., ZEDILEWE 1 2meg. NE1 8 % THE/:~.
'H-NMR (DMSO~ds, 400MHz):0. 89 (t, J=7. 6Hz,
3H), 1. 08 (d, J=6. 6Hz, 3H), 1. 39—1. 48 (m, 2H),
3. 58—3. 64 (m, 1H), 3. 97 (s, 3H), 3. 99 (s, 3H),
6. 51 (d, J=7. 6Hz, 1H), 7. 04—7. 08 (m, 1H), 7.
30 (dd, J=2. 4Hz, 11. 7Hz, 1H), 7. 39 (s, 1H), 7.
54 (s, IH), 8. 16-8. 22 (m, 2H), 8. 56 (s, 1H)
HESHE (EST-MS, m/ 2z):415 (M*+1)
EHiBI9 1 :N=FTUI—N — {(4—[ (6, 7T=SARFI—4—FFJ1=
W) AFN—2—-7lFAar7z =)V} ILF

4—[(6, 7T=AbFr—4-FFVYZ)) FF>] —2-TFo7=
J2>(50mg) Zr7oO0f)s (3ml). PUIZFILTI2 (0. 3ml) iz
BRELEE. 700RILICERLIZMIERATY S (4 Tme) 2MATERT
BSOS LZ. RICTUINT I S (30me) #MAT. 25I2ER
T—BRBELLZ. RISRICAY /— )&z, 700KRIVASAY /) — )L THEE
TBDHPLCICKDBEL, ZEOLEMZE 1 8me. IWE2 8 % TE/-,
'H=NMR (DMSO—-ds, 400MHz):3. 75—3. 79 (m, 2H),
3. 97 (s, 3H), 3. 99 (s, 3H), 5. 08—5. 22 (m, 2H),
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5. 84—5. 94 (m, 1H), 6. 72 (t, J=5. 9Hz, 1H), 7.

06—-7. 08 (m, 1H), 7. 30-7. 33 (m, 1H), 7. 39 (s,
1H), 7. 54 (s, 1H), 8. 13—8. 18 (m, 1H), 8. 40 (s,
1H), 8. 56 (s, 1H)

HESHE (ESI—-MS, m/ z): 399 (M*+1)

KiEp19 2 : N— {4—[ (6, T—VAPFL—4—FFSYZJ)) FFI]-
2—-7ZlAa7z=)l}) =N — (2—-FOv¥=)l) JL7F

4—-[(6, 7T=PAbPF—4~-FFJ/UZ)) FF2] —2-T ) Fo7=
> (50meg) Z2roof)Va (3mil)., RUIFILTI> (0. 3ml) 2
BRELZE. JOOFRIVAICEELEN)EBIAZY (4 7mg) 2MATSET
3ODMBILL, RICTONNFINT I HEEEHE (2 9meg) 2MAT, =5
WEIR TR Lo, RISICEMREKET h ) AKBIKENZ » 0ok
WATHEL., 700KV ALBEEKREF Y ATERLE, BT TFAS:
BELTHEONEERS /7 00RIVATHSRL. EEOLESWE2 Img. INZ3
3% T/,
'H—NMR (DMSO-—ds, 400MHz):3. 15 (t, J=2. 4Hz,
1H), 3. 91—-3. 94 (m, 2H), 3. 97 (s, 3H), 3. 99 (s,
83H), 7. 07—7. 11 (m, 1H), 7. 33 (dd, J=2. aHz, 1
1. 7Hz, 1H), 7. 39 (s, 1H), 7. 54 (s, 1H), 8. 09 —8.
15 (m, 1H), 8. 47—8. 48 (m, 1H), 8. 56 (s, 1H)
BB HE (ESI-MS, m/ 2z):397 (M*"+1)
EWFI9 3 :N— (2, 4=V I)FAONRII)) =N — {(4—[ (6, 7T—
ARhF—a4—-FFTIN) AFL-2-T)FOa 7)) ILT

4= [(6, 7T=PARFT—4—FFVU))) #F2] —2—TlFtar=
D2 (50mg) 2700%)MA (3m1). PUIZFIFTI> (0. 3m1l) iz
ERRELICH, 700V AICEBUENIRXY Y (47mg) 2MATEERT
SOl L, RiT2, 4—27N04aRDIFI (28u 1) A
T, THXERTRBHLLE, THLAEREER, kB LEEOLESmE 2
Omeg. NE2 6 % TH,
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'H-NMR (DMSO—-ds, 400MHz):3. 97 (s, 3H), 3. 99
(s, 83H), 4. 34 (d, J=5. 8Hz, 2H), 7. 07—7. 11 (m,
3H), 7. 21—-7. 27 (m, 1H), 7. 30—7. 33 (m, 1H), 7.
39 (s, 1H), 7. 41—~7. 47 (m, 1H), 7. 54 (s, 1H), 8.
12—-8. 16 (m, 1H), 8. 46—8. 47 (m, 1H), 8. 55 (s,

1H)

HESHE (FD—-MS, m/ z):484 (M")

Kl 4 :N— (2, 4—2I)NAOTx=)V) =N — {(4—[ (6, 7T—3

AbF—4d—-FFVIZ)) FFI—2-T)AOTT=JL} ILTF
4—[(6, 7T=UAbPF—4—FFJ/UZ)) %] —2—-T)4a7=

2> (50mg) Z27O00R)VA (3ml) ICEMLUAEE. 2, 4—-29)04D0

Zz2AVTF—br (290 1) ZMIATOET—BBIRL -, FHHL =
FEBER, B LREOLLEWE 5 0me. NE6 7% TE/-,
'H-NMR (DMSO—-ds, 400MHz): 3. 98 (s, 3H), 3. 99
(s, 3H), 7. 04—7. 08 (m, 1H), 7. 13—=7. 15 (m, 1H),
7.29-7.40(m, 3H), 7. 55 (s, 1H), 8. 10—8. 23 (m,
2H), 8. 57 (s, 1H), 8. 97—9. 04 (m, 2H)
HESWHE (ESTI—-MS, m/ 2):471 (M*+1)
EMFIOS :N= {4—[ (6, T—PArFS—4—FF/UJ) FF]—
2= 7WAOT7 )b} =N = (2 —AFIT =) LT

4-[(6, 7T=IAbF—4—-FFJ/UZ)) AF2] —2—TH4no7 =

U2 (560meg) Z7oORI)bs (3ml) IKHBELEE. o— MLIIL1LY S
TF—h(30u 1) ZMATOET—BRIBIL L. RISKICAY J —ILEIZ.
008N LS ALY ) =)V TRETSHPLCIC K DB L. EEOLEWE 1 7
mg. [NE2 4% THE-,

'H—NMR (DMSO—-ds, 400MHz): 2. 27 (s, 3H), 3.
(s, 3H), 3. 99 (s, 3H), 6. 95—6. 98 (m, 1H), 7. 12
—7.20(0m, 3H), 7. 36—-7. 39 (m, 2H), 7. 55 (s, 1H),
7. 86 (d, J=7. 8Hz, 1H), 8 21—8. 26 (m, 1H), 8.

98
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35 (s, 1H), 8. 57 (s, 1H), 9. 00—9. 02 (m, 1H)

HESWE (ESI—-MS, m 2z): 449 (M*+ 1)

KHEFIQO 6 N— {4—-[ (6, T—PAPF—~4—-FFJYJ) FF]—
2=ohAB 7z} =N — (2—-ASFITxr=ZI)) LT

4~ [(6, T—ZArFI—4—-FFVUZIN) FF3¥] —2—7)FrOr7=
U2 (50mg) Z7oof)bs (3ml) IKEBEBLEE, 2—-AMFL T
WAV T7F—hF (324u1) EMATOET—BRBRLE, RIGKIZAY / —
A, 700K IVA S AY /— IV TRBTAHPLCICL DEE L. EEoL
EME22mg. NE3 0% TH/.

'‘H-—NMR (DMSO—des, 400MHz):3. 89 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 6. 88—7. 04 (m, 3H), 7. 11
-—7. 14 (m, 1H), 7. 35—7. 39 (m, 1H), 7. 40 (s, 1H),
7.56 (s, 1H), 8. 12—8. 15 (m, 1H), 8 19—8. 25 (m,
1H), 8. 57 (s, 1H), 8. 75—8. 78 (m, 1H), 9. 26~—9.
29 (m, 1H)
BHESWE (ESTI—-MS, m/ z):465 (M*+1)
EWFI9T7 N— {(4—-[ (6, T—JARFI—4-—FF/UI) FF])—
S—AFN7xzZ)V} =N —JobBlIIL7F

4—[(6, 7T=PAPFI—4—-FFUVZN) FF] —3-AFIT7=
>(50meg) Z27oOFR)ls (3ml). MUIFILTI> (0. 2ml) 2
RL7=t%. 7 00fRIIVAICERLIZNIKRAY > (48meg) ZMATEIERTS3
O MR L. RIC7Z7OEITI> (20u 1) #MA T, ES5ICHIRT—H
B L7z, RIGRICASY /—IIVEMA, 7aai)vh,/ A% /) — ) TRBETSH
PLCICK DHEE L., REDILEWE 3 0meg. [XE4 7 % TE:=,
'‘H—NMR (DMSO—ds, 400MHz):60. 89 (t, J=7. 5H
z, 3H), 1. 41—1. 50 (m, 2H), 2. 03 (s, 3H), 3. 03—
3. 08 (m, 2H), 3. 98 (s, 3H), 3. 99 (s, 3H), 6. 13 (t,
J=5. 4Hz, 1H), 7. 04 (d, J=8. 5Hz, 1H), 7. 28 (d
d, J=2. 4Hz, 8. 5Hz, 1H), 7. 36 (d, J=2. 4Hz, 1H),
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7.38 (s, 1H), 7. 58 (s, 1H), 8. 39 (s, 1H), 8. 50 (s,

1H)

HESE (EST-MS, m/ 2z):397 (M*+1)

EHiFIO8 : N—TFIN—N — {4—[ (6, T—UArFL—d—FF /1=
W) AFIN-3—AFI)N 7))V} YL T

4= [(6, 7T-IAPF—4—FFVUZ))) FFL] —3—XF)NT7=U
> (50mg) #/00FRNA (3ml), NUIZFNTI> (0. 2m 1) &
fELICER, J0OfRIVAICEMLUE SUKRZAZY Y (48me) 2MATEEBTS3
Oﬁ%%ﬁbtokt7?w75>(24ul)%mif\é%tiﬁ?~%%
#utoﬁmmtx&/—w&mz,7mm$»5/}5/—»?@%75m¢
CICEDHEHEL, REOILEWZE 3 1meg., WKL 7 % TE,

'H-~NMR (DMSO—ds, 400MHz):60. 91 (t, J=7. 3H
z, 3H), 1. 29—1. 46 (m, 4H), 2. 03 (s, 3H), 3. 07 —
3. 12 (m, 2H), 8. 98 (s, 3H), 3. 99 (s, 3H), 6. 11 (t,
J=5. 6Hz, 1H), 7. 05 (d, J=8. 8Hz, 1H), 7. 27 (d
d, J=2. 3Hz, 8. 5Hz, 1H), 7. 36 (d, J=2. 4Hz, 1H),
7.38 (s, 1H), 7. 58 (s, 1H), 8. 39 (s, 1H), 8. 51 (s,
1 HD)
HESHME (EST-MS, m/ 2z):411 (M*+1)
%mﬁggzN—(z,4—y7wﬁm71:w)—N'—{4—w(& 1=
AbF—4-—FFVV)) FFN-3—AFNT =N} ILT

4= [(6, T=PArFI—4—FFVUZ))) AF2] =3 —XF)LT7 =1
> (50mg) Z2700%R)A (3ml) ICEMLEE. 2, 4—2T)L407
TZNAVTF—bh (232 1) EMAT, —BEMEBFHELE. FHL /-5
ZIBER, #FL. XEOLEWES 9me. NB7 9 ¥ THE~,
'H—NMR (DMSO~-ds, 400MHz):2. 07 (s, 3H), 3. 99
(s, 3H), 3. 99 (s, 3H), 7. 03—7. 08 (m, 1H), 7. 14
(d, J=8. 5Hz, 1H), 7. 29—7. 37 (m, 2H), 7. 39 (s,
1H), 7. 43 (d, J]=2. 4Hz, 1H), 7. 60 (s, 1H), 8. 07
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—8. 14 (m, 1H), 8. 52 (s, 1H), 9. 03—9. 05 (m, 1H)

HBESWE (ESI-MS, m z):467 (M*+1)
EhEiFl1 00 :N— {4—[(6, T—ARFEI—4—FF1 =)L) FF+ 31
—3—AFNTzZ)} —N = 4-IINFOTxz=)) YLF

4—[(6, T—PARFT—4—-FFJIUZI) FF] —3—XAFNT=Y
> (50mg) Z27o0F)A (3ml) ITHBMULEE, p—7F 07—l
AVTF—=h (220 1) ZMAT, —BRMBBHE L. FH L7882 8.
gL, BEOLEME42meg. NE5 8 % TH-.

'H-NMR (DMSO—ds, 400MHz): 2. 07 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 7. 10—7. 14 (m, 3H), 7. 35
(dd, J=2. 4Hz, 8. 5Hz, 1H), 7. 39 (s, 1H), 7. 438
(d, J=2. 4Hz, 1H), 7. 46—7. 49 (m, 2H), 7. 59 (s,
1H), 8. 51 (s, 1H), 8. 66 (s, 1H), 8. 70 (s, 1H)
HEOHhE (EST—-MS, m/ z): 449 (M*+1)
EhifFI1 01 N=- {(4—-[ (6, T—IAbFL—4-—FFVUJL) FF]
—3—RAXAFNT N} =N — (2—=AMFTTZI) wLT

4= [(6, 7T—2APFr—4—-FFJ/UYZ)) FF2] =3 —-AFIT7=U
> (50mg) ZZ7OOF) A (3m!l) ITHEMLIHE, 2—-XRF 7))
TYTT7F—h (26pl) ZMAT, —BRMEBEHR L. RIGKIZAY /—)b
ZWA. 700KRNAAY /) —)VTRBATAHPLCICL DEBRIL ., EEHOLS
M4 1lmeg, WES5 5% THE,
'H—NMR (DMSO—-ds, 400MHz):62. 07 (s, 3H), 3. 8
9 (s, 3H), 3. 99 (s, 3H), 3. 99 (s, 3H), 6. 88—6. 9
7 {m, 2H), 7. 01—7. 03 (m, 1H), 7. 12 (d, J=8. 5H
z, 1H), 7. 35 (dd, J=2. 4Hz, 8. 5Hz, 1H), 7. 39 (s,
1H), 7. 44 (d, J=2. 4Hz, 1H), 7. 60 (s, 1H), 8. 13
—8. 15 (m, 1H), 8. 23 (s, 1H), 8. 52 (s, 1H), 9. 33

(s, 1HD)
HESYE (ESIT—-MS, m z):461 (M*+1)
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EWHI102 :N— (4—-[ (6, 7= R b —4—FFJUZI) FF]
— 2= AFN 7))V} =N —FobEIIL 7

4 [(6, "=JALF~4—-FFJUZN) FF2] —2-XFLTF=1
> (50meg) ZZook)ls (3ml). PUZFIFI> (0. 2m ) 75
LI, JO00RIVACERLENIKRZYY (48me) 22 T=EETS
OSBRI Lz, RICTOELTI> (200 1) ZBMAT. S5ICEET—8
WLz, RINRICAS J—)V&MA, 700KV A/ AY ) — ) TREET2H
PLCICKORRE L. REO(LEWZE 3 0me. NE4 7 % TE-.
'H-—NMR (DMSO-—ds, 400MHz):60. 90 (t, J=7. 3H
z, 3H), 1. 42—-1. 51 (m, 2H), 2. 21 (s, 3H), 3. 04—
3. 09 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H), 6. 53 (t,
J=5. 6Hz, 1H), 7. 02 (dd, J=2. 7THz, 8. 8Hz, 1H),.
7. 08 (d, J=2. 7Hz, 1H), 7. 37 (s, 1H), 7. 54 (s,
1H), 7. 65 (s, 1H), 7. 85 (d, J=8. 8Hz, 1H), 8. 53
(s, 1H)
B 2MhiE (EST~-MS, m/ z):397 (M*+1)
EHEFI1 03 :N—TFI—N — {4—-[ (6, T—-JAbFI—4—FF/1
S FAFIN—2—AF)N Tz} YLT

4= [(6, 7T=-2AbF>~4—FFVUZ)) FF] =2 -AFNT =Y
> (50meg) ZZ7ooOFR)NA (3m1), PUIFIFTI (0. 2ml) I°E
LB, JonOfRIVAICERLUIZ NIRRT > (48meg) EMATEETS
OB Lz, RIZTFITI (24 n 1) AT, XSICRET—HRIB
BUJc, RISRICAS J—)vEMA, ZOORIVA /Ay ) — )V TRET 5HPL
CIZEDHEL., REOLEWHWE 3 Tme., RES5 6 % TH=.
'H—NMR (DMSO—-ds, 400MHz):60. 92 (t, J=7. 1H
z, 3H), 1. 31—1. 48 (m, 4H), 2. 21 (s, 3H), 3. 08—
3. 13 (m, 2H), 3. 97 (s, 3H), 3. 99 (s, 3H), 6. 50 (¢,
J=5. 4Hz, 1H), 7. 02 (dd, J=2. 7THz, 8. 8Hz, 1H),
7. 08 (d, J=2. THz, 1H), 7. 37 (s, 1H), 7. 54 (s,
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1H), 7. 64 (s, 1H), 7. 86 (d, J=8. 8Hz, 1H), 8. 53

(s, 1HD)

HEE (EST—-MS, m/ 2z):411 (M*+1)

EfEFI1 04 :N— (2, 4=YI7)F07xz=)) —N — {4—[ (6, 7 —
PALF 4 —FFSV)) FAFUI—2—RAFI Tz} LT
4-[(6, T=2AbPF2—4—-FFVUZ)) FFI] —2-RAF)LT=1
> (50meg) 200K A (3ml) IKIEMLEE. 2, 4—I7) 407

TN AVTTF—h (230 1) BMAT, —MMEBHL~E. WHLAEEE

ZRER. L. BEOLEWEEENICE,

'H-NMR (DMSO—ds, 400MHz): 2. 29 (s, 3H), 3. 98
(s, 3H), 3. 99 (s, 3H), 7. 03—7. 11 (m, 2H), 7. 16
(d, J=2. 7Hz, 1H), 7. 29—-7. 35 (m, 1H), 7. 38 (s,
1H), 7. 55 (s, 1H), 7. 87—7. 90 (m, 1H), 8. 13—8.
19 (m, 1H), 8. 36—8. 39 (m, 1H), 8. 55 (s, 1H), 8.
92—-8. 95 (m, 1H)

HESHE (ESI—-MS, m/ z):467 (M*+1)

EHEFIL 05 :N— {(4—[ (6, 7T—=DArFI—4—FFSUZ)) FF]

— 2 AFNTxZ)} =N — 4-—7)kFa 7)) TLT
4—[%,7*9%%#9—4—*T7UZW)?#9]—Z—X?wY:U

y(SOmg)%7DD$»A(3m1)Eﬁ%bt%.D—7WXD7z:w

AVT7F—br (220 1) EMAT, —BRINBSEH L. #TH US4 BEL.

L., REOLEWEETEBMICES,

'H—NMR (DMSO—ds, 400MHz): 2. 28 (s, 3H), 3. 938
(s, 3H), 3. 99 (s, 3H), 7. 08—7. 15 (m, 4H), 7. 38
(s, 1H), 7. 47—7. 50 (m, 2H), 7. 55 (s, 1H), 7. 84

—7. 88 (m 1H), 7. 98 (s, 1H), 8. 55 (s, 1H), 9. 03

—9. 05 (m, 1H)

HESHE (EST-MS, m/ z): 449 (M*+1)

K106 :N— {(4—[(6, 7T—PARFI—4a—FFVSUZ)) FF]
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— 2= AFNT =)} =N — (2—ARFIT7r=Jl) LT

4—-[(6, T=PAPF>—4-FFJUZN) FFL] —2—AF)T7=1
> (50mg) #700F)VA (3m 1) ITEBMBLEHE. 2—ARELTx—J
ATV FTF—hb(26unl) 2BMAT, —BMBBERL~, FHLAZEE 2R,
HFL., REDILEHZET70mg. INE9 5% TEE,

'H-NMR (DMSO~ds, 400MHz): 2. 29 (s, 3H), 3. 90

(s, 3H), 3. 98 (s, 3H), 3. 99 (s, 3H), 6. 87—-6. 97
(m, 2H), 7. 02—7. 04 (m, 1H), 7. 08 (dd, J=2. 9H
z, 8. 8Hz, 1H), 7. 14 (d, J=2. 7Hz, 1H), 7. 38 (s,
1H), 7. 55 (s, 1H), 7. 84 (d, J=8. 8Hz, 1H), 8. 13
—8. 15 (m, 1H), 8. 55 (s, 1H), 8. 58 (s, 1H), 8. 61
—8. 62 (m, 1H)

HESHE (ESI-MS, m/ z): 461 (M*+1)
K1 07 :N— {4—[ (6, 7=V AbFZ—a4-FFVU)L) FF1]
—2-=tO7z=)l} -N —FOELTLTF

4—=[(6, 7T=PARF —4—-FFJYZ)) FF2] —2—=—rO7=1
>(50mg) Zr700K)VA (10ml1). PUITFILTFTI> (0. 2ml) IT
WAL, 700BRIVLICERBLIZMNIERAYY (43meg) 2MATSEIRT
SO L. KIZ7OENTI> (184 1) #MAT. &5IKERT—
B L7z, BOSRICAS / —IVEMA, 27008 L AY ) =L TRET S
HPLCIZE DL, REOLLEMWE24meg. INFE3 8 % TE/.
'H-NMR (DMSO-ds, 400MHz):60. 91 (t, J=7. 6H
z, 3H), 1. 45—1. 51 (m, 2H), 3. 06—3. 09 (m, 2H),
3. 98 (s, 3H), 4. 00 (s, 3H), 7. 40 (s, 1H), 7. 52 (b
r, 1H), 7. 58 (s, 1H), 7. 67—7. 70 (m, 1H), 8. 04—
8. 06 (m, 1H), 8. 38—8. 41 (m, 1H), 8. 57 (s, 1H),
9. 35 (s, 1H)

HE5HE (ES1-MS, m/z):428 (M*+1)
EMEIL 08 :N—TFIN—N — {4—[(6, T—VARFL—4—FFY
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) FFIN-—2—-=—roy=)} vL7F

4-[(6, 7T=UAPFY—4—-FFVUZ)) FF2] —~2—-=—rn7=y
> (50mg) #ZoodiiA (10ml). FMUIFINFZE2 (0. 2ml) I
BRELUER. 700RIVAICEBRLE NUKRIFY (4 3mg) ZMATEIRT
SOFMBEI LIz, RIZTFINTI (224 1) 2MAT. ESITREBT—K
REBLUTc, RISHRIZAS /—)VEMA, 7 00FKIVAS XY J— L TRET Y
PLCIZE DHEHL, REDLEWME 1 5me. K2 3 % THE~,

'‘H—NMR (DMSO-ds, 400MHz): 60. 91 (t, J=7. 3H
z, 3H), 1. 30~1. 49 (m, 4H), 3. 10-3. 15 (m, 2H),
3. 98 (s, 3H), 4. 00 (s, 3H), 7. 40 (s, 1H), 7. 51 (b
r, 1H), 7. 567 (s, 1H), 7. 68 (dd, J=2. 9Hz, 9. 3H
z, 1H), 8. 05 (d, J=2. 9Hz, 1H), 8. 40 (d, J=9. 2
Hz, 1H), 8. 57 (s, 1H), 9. 35 (s, 1H)
HESHE (EST-MS, m/ 2):442 (M*+1)
il 09 :N— {2-700—-4—[ (6, T—JARFL -4 —FF/1
=) AFINT2Z)} —N=—RAPFIAFI =N —FOEILYILT

N— {2-200-4—-[(6, 7T—-YRARFL—4—FFJU—)) FF ]
7)) =N -T7OENYLT (100me) 2EKFRSEROTS S (3
Oml)K@%b\mﬁmTFU¢A(60wt%\88mg)%miT§ﬁf
1 SHRMBIELZ, KIS/ OOAFNAFII—FI (674 1) EMAT, =
SICERT3 0 0MBR L2, METHEEZEEL, KEMZ Y OORILATH
L7z, 7 00RIIVABEEKKEF N ATERL, METEEEZEELT
"BoNZLESZ 7 0ORINA /Ay ) — )V TEBT HHPLCIC L DERL . S5E
DILEM%E 1 8meg. K1 8 % TES-,

‘H—NMR (DMSO-ds, 400MHz): 60. 89 (t, J=7. 6H
z, 3H), 1. 46—1. 55 (m, 2H), 3. 20 (br, 2H), 3. 48
(s, 3H), 4. 07 (s, 3H), 4. 08 (s, 3H), 4. 54 (br, 2
H), 7. 29 (dd, J=2. 7THz, 8. 5Hz, 1H), 7. 37 (s, 1
H), 7. 47 (d, J=8. 8Hz, 1H), 7. 50 (s, 1H), 7. 50 (d,
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J=2. 7THz, 1H), 8. 66 (s, 1H)

HEOHE (EST-MS, m/ z): 461 (M*+1)
KRBl 10 :N=FTEFIV~-N— {2—27/00—-4—-[ (6, 7T—RARE —
4—FF/VZ)) AFINT o)V} =N —FObIyL T
N— {2-280-4-[ (8, 7T-YArFT—4—FFVUZJ) FF3
Zr=) N —T7OENTLT (100meg) 2BKFRSEROTS> (3
Om1) ITHEML., KFHLFPUTL (60Wt %, 88meg) RMAT=ET
15ﬁ%%#btoxﬁﬁm?t?W(63ul)%Mif‘é%ﬁ%ﬁTzﬁ
MR L7z, BMETHEHEZEBEL, KEMAZOORIVATHELE, 200Kk
VLB ERAMET P U ATERL, BETEREEEELTEOhARIE Y
DD$WA/7tF?T@%TéHHﬁEiD%@L‘ﬁ%@ﬂ%%EZ7mg.
IRZFE 2 6 % TH=,
'H—NMR (DMSO—ds, 400MHz):60. 98 (t, J=7. 3H
z, 3H), 1. 59—1. 68 (m. 2H), 2. 04 (s, 3H), 3. 27—
3. 36 (m, 2H), 4. 07 (s, 3H), 4. 08 (s, 3H), 7. 31—
7. 33 (m, 1H), 7. 35 (s, 1H), 7. 41 (d, J=9. OHz,
1H), 7. 50—7. 51 (m, 2H), 8. 63 (s, 1H), 9. 08 (br,
1 H)
BEAVHE (EST-MS, m/2):459 (M'+1)
EMiFI111 N —{2-200-4—[(6, T—UARFo—d—FF/
Do) AFINTx2)} “N=—AFI)I—N—ZFOEII LT
2—7080-4—=[(6, T—TAPFI—-4—-FFVYZ)L) 2] 7=y
> (56mg) ZroofRiVs (4ml). PUIFITI> (0. 3ml) I75&
LIz, 2 00FRNVAREBRLZFURAY > (50me) #MATEET3
OEHRR L. RIEN—AFNLTOENTI> (264 1) 2MAT. =512
FERTIRMBRLL, KISRICAY /—IVEMA. Z700FKIVASAY ) —IL
TEMTHHPLCICL DBREL, BR2EEL TESNIBEEATY L Tk
L. REOILEWMEZ 4 2meg. NFK5 8 % THE~,
'H—NMR (DMSO—ds, 400MHz): 60. 99 (t, J=7. 3H
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z,SHL1.64—1.74(m,2H%3.08(S,3HX3.34(L

J=7. 6Hz, 2H), 4. 07 (s, 3H), 4. 08 (s, 3H), 7. 00
(s, 1H), 7. 17 (dd, J=2. 7Hz, 9. 83Hz, 1H), 7. 31
(d, J=2. 7THz, 1H), 7. 38 (s, 1H), 7. 53 (s, 1H), 8.
41 (d, J=9. 0Hz, 1H), 8. 64 (s, 1H)
HEDHE (ESTI—-MS, m/ 2z):431 (M*+1)
EWHI1 12 N — (2-2700-4-[(6, T—YXARFL—dqd—FF/
Do) AFNT7x2)) _N—IZF)I—-N—FOEJLILF
2—2700-4—-[(6, 7T-ZALFL—4—FFJUZ)) FF2] 7Y
> (80meg) 2700k (3ml), NUZFIFI> (0. 3m1l) 10
FRUIHE. 2008V AICERLUZNISRAY > (7 2me) 2MATERTI
SHAMBMP LIz, RIEN-IFN7OCNTI> (44pu 1) AT, 2517
ERT30DMBRLE, RISBIZAY ) —ILEMX., 200KNLS AY ) —
IWVTRMATDHPLCICKI DRE L, BHz2ZEXEL THONERREATY TR
#L, REOLEYWE40meg. INE3 7% THE-,
'H-NMR (DMSO—-ds, 400MHz):61. 00 (t, J=7. 3H
z, 3H), 1. 28 (t, J=7. 1Hz, 3H), 1. 69—1. 74 (m,
2H), 3. 32 (t, J=7. 6Hz, 2H), 3. 43 (q, J=7. 1Hz,
2H), 4. 07 (s, 3H), 4. 07 (s, 3H), 7. 02 (s, 1H), 7.
17(dd,J=2.9Hz,9 2Hz,1HL 7. 31(d, J=2. 7TH
z,lHL7.36(s,1HL7.53(s,1HL8.42(d,J=&
OHz, 1H), 8. 63 (s, 1H)
HEBSHE (EST-MS, m/ z):445 (M*+1)
EEFIl 13 N — (2-200-4-[(6, 7T—JARFL—4 -G/
D) AFN7 )k} =N, N—27oEIyL 7
2=00-4—-[(6, 7T-ArF—4—-FFJUZ)) FF] 72U
y(lOOmg)éﬁDD$%A(&nU\FUI?»YS?(O.BmI)K
BRELIZE. 700FRVLICEMRLENYEKRRY> (90meg) #MATEERT
1 SRR L7z, KITPTOEILTI> (620 l) 2IMAT. S5I0=ET
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3 0MBALIE, RIGRICAS 7 —)VEMA, 700FRNLSAY ) — VTR

AT DHPLCICEDBRL, BEEBERL TESNABREAFT YL THEL .
KEOLEMEZ48meg. NEK3 5% THEE,
'H-—NMR (DMSO—ds, 400MHz):60. 99 (t, J=7. 3H
z, 6H), 1. 66—1. 76 (m, 4H), 3. 32 (t, J=7. 8Hz,
4H), 4. 07 (s, 3H), 4. 07 (s, 3H), 7. 03 (s, 1H), 7.
16 (dd, J=2. 7Hz, 9. 3Hz, 1H), 7. 31 (d, J=2. 7H
z, 1H), 7. 34 (s, 1H), 7. 52 (s, 1H), 8. 43 (d, J]=09.
OHz, 1H), 8. 63 (s, 1H)
HE oHE (EST—-MS, m/ z):459 (M*+1)
FEhipll 14 N-TF)=N — {2-200-4-[(6, 7T—JAKRFI —
4—FFVI)I)) AFINT7 )} = N—AFIVI LT
2—=r00—-4—-[(6, 7T—2ArF—4-FFJYZ)) FF2] 7=
> (80mg) Zroof)bs (3ml). PUIFILTI> (0. 3ml) IZiE
L7t 2 00FLACERUE FURZS Y (7 2me) #MA TEET 1
SO LI, KIIN—AFITFINTI> (43 ul1) #MAT. S5I0=
mT3OmMEiH L. FUBIRICASY /—)bEMA, 7O0FRIVASAY J—)b
TEMTDHPLCICK DHEL ., BRE2EELTEONEBREANTY > This
L\E%®Mé%€26mg\W$24%fﬁto
'H—NMR (DMSO—ds, 400MHz):60. 99 (t, J=7. 3H
z, 3H), 1. 38—1. 43 (m, 2H), 1. 62—1. 66 (m, 2H),
3. 07 (s, 3H), 3. 40 (t, J=7. 3Hz, 2H), 4. 07 (s,
3H), 4. 07 (s, 3H), 7. 00 (s, 1H), 7. 17 (dd, JI=2.
7"Hz, 9. 3Hz, 1H), 7. 31 (d, J=2. 7Hz, 1H), 7. 36
(s, 1H), 7. 53 (s, 1H), 8. 41 (d, J]=9. 3Hz, 1H), 8.
63 (s, 1H)
HESHE (EST-MS, m/ 2z):445 (M"+1)
ERitI115 N —{2-r700-4-[1(6, 7T—CARFL—4—FF/
D)) X1 7xZ)) —N— (4—roo7z=)l) —N—AF )Ly L7
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2—700—-4—- [(6, 7T—PAMFT—4-FFJUZ)) FF2] 72U
> (80mg) Z7OOFR)A (3m1). PUIFINFTI2 (0. 3ml) ITE
LR, 700RNVACHERELEMNYKRRAY Y (72me) 2MATEETI
SO L, RiT4—200—-N—AFIF7=YU> (35u1) =Mz T.
SO 3 0EMABI L. RIGIRICAY /J—)VEMAZ, Z700KIVA S AY
/=) TRFATDHPLCICK DL, BRz2EBEL THSNEEEEZI—TI1
TWHEL. REDOILEHWES 3meg. [NE6 9% TE~,
'H-NMR (DMSO—-—ds, 400MHz):3. 36 (s, 3H), 4. 06
(s, 3H), 4. 07 (s, 3H), 6. 89 (s, 1H), 7. 17 (dd. J
=2. 7THz, 9. OHz, 1H), 7. 23 (d, J=2. 7THz, 1H), 7.
33—7. 35 (m, 3H), 7. 48~=7. 50 (m, 3H), 8. 41 (d,
J=9. 0OHz, 1H), 8. 61 (s, 1H)
BESWE (ESTI-MS, m/ z):499 (M*+1)
EMiFI1 16 N —{2—2700-4— [(6, T—JARFI—4—FF/Y
) AFL] 7)Y -N, N=JITF )7L 7
2=r700-4—-[(6, 7T—PAMFI—4—-FFJY)) AF2] 72U
> (50mg) Zroaf)bh (2ml). PUIFIHTI> (0. 5ml) K&
LUZER, 700RINVAICERLZMYEBRY > (48meg) #MATEETS
0L =, Lk&:f/“l%)l/?i\/ (0. 5ml) ZMA T, TSICHET—
B L7z, RINRICASY /—I)VvEMA., 700KIVA/ A =)V TEBET S
HPLCIZE DHHL ., REDILEWME 3 Tme. NE I 3% THE:Z,
'H—NMR (CDC 13, 400MHz):61. 30 (t, J=7. 1Hz,
6H), 3. 44 (q, J=7. 1Hz, 4H), 4. 12 (s, 3H), 4. 2
0 (s, 3H), 7. 16 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 2
7 (s, 1H), 7. 31 (d, J=2. 7Hz, 1H), 7. 59 (s, 1H),
8. 15 (s, 1H), 8. 48 (d, J=9. 0Hz, 1H), 8. 81 (s,

1H)
HEsHE (ESIT-MS, m z):431 (M*+1)
ERig1 17 :N—{2—roo—4— [(6, T-YArFL—a—FFJy=
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W) FF] 7))y =N’ —AF LI L7

2—=7800-4—[(6, T—-PANFI—4—-FFJUZI) FF2] 7
> (50mg) ZrooR)bh (2ml). PUITFIVFI> (0. 5ml) IZE
L. 200RIVACERELZENIKRAS > (48me) 2MATEERETS3
ORI LL. RIT- 7T8EICHAIL. AFIT I VHEEE (130mg) #
MATCOEERRL. SOIXERRT—MBHRLZL. RISRICAY / —)L&A.
78RV A S ALY ) =)V TRBTSHPLCICK DERIL, REOLEmE4 1
meg. N7 0% TH,

'H—NMR (DMSO—-ds, 400MHz): 62. 68 (d, J=4. 4H z,
3H), 3. 97 (s, 3H), 3. 99 (s, 3H), 6. 86—6. 88 (m,
1H), 7. 21 (dd, J=2. THz, 9. 0Hz, 1H), 7. 37 (s,
1H), 7. 43 (d, J=2. 7Hz, 1H), 7. 53 (s, 1H), 8. 07

(s, 1H), 8. 17 (d, J=9. OHz, 1H), 8. 54 (s, 1H)
HE>HE (ESI—-MS, m/ z): 389 (M*+1)
EEFI118 N —{2—-—ro0—4— [(6, T—AF—4—-FFJY
) AFI] TN, N=IJAF)I LT

2—r00—4—[(6, T—PARFI—4—FFJUZI) AF2]1 72V
> (60mg) ZrooR)lh (2m1), RUIFINFI> (0. 5ml) IKiE
ﬂbt%‘7DD$»AK@MLth$Z5>(48mg)EWKTEETB
OFHRER L7z, KIZ- 7T 8EIKBAIL. PAFINT I EEE (250me)
EMACORFEREL., SOWCERT BB L, RISBICAY /—IVEMA.
700RIIVASAY /—IVTREAT2HPLCIZLDERIL . REDLLEH% 3 3
mg. [X#ES5 3% THE.

'H-NMR (CDC14,400MHz):63. 11 (s, 6H), 4. 12 (s,
3H), 4. 20 (s, 3H), 7. 05 (s, 1H), 7. 17 (dd, I=2.
4Hz, 9. 3Hz, 1H), 7. 31 (d, J=2. 4Hz, 1H), 7. 59
(s, 1H), 8. 15 (s, 1H), 8. 46 (d, J=9. 3Hz, 1H), 8.
82 (s, 1H)

HEsHhiE (ESIT—MS, m z): 403 (M"+1)
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FWEBI119 :N— (2—2700—-4— {[6—AFF—7—(3—FJLKY J
TORFIN-4—-FFVUZIN] FFL) Jx=)L) =N’ —FOEILSL T
N—{2-200-4—-[(T—bROFL—6—-XRFL—g4—FF/1J=JL)

FF] Tz} =N —FOBNILT (75me). BEHUYA (51m
g). 1,3=Y 707N (76ul) EN,N-UAFLFIATIEK (4m
1) WEBLERTIMEBRLL. BETEEZ2ZEL (ASNAEBSIZKE
MA. 7008 ATHE Uz, FEEEEKREF - ATERL . WET
BIEEEE L TERONABIET—FILTHEL. N— (4— {[7— (3—7DO
TTORFL) —6-XbFL—d4—FFJUDJL] FF) —2-s007x
) =N —TOELNYLTET dmg. WRT 8 % TES. 1857 Rk

(74mg). REEH VU TS (S1mg). VAU (130ul) 22N N-IJAF
WV AT IR (4ml) CBEBURBT—8EBRLE, BEFTE®E2EELT
JONIRSITEFUREKFE T MU T AKBIKREMA Y OOFR)L L THE L,
AHREZHEKFEE T MU DLTHERL., BETAELZEEL TEONARIEY
OORNLARAY )=V TRRATZ U7V 7O TS5 7 0 —Ii2 L 0 kssl
L. REOILEMZE4 9Imeg., L6 3% THE=, |
'H-NMR (CDC 13, 400MHz):60. 89 (t, J=7. 44Hz,
3H), 1. 41—1. 50 (m, 2H), 1. 97 (t, J=6. 83Hz, 1
H), 2. 33—-2. 49 (m, 4H), 3. 04—3. 09 (m, 2H), 3. 3
2—3. 38 (m, 4H), 3. 52—3. 68 (m, 3H), 4. 03 (s, 3
H), 4. 23—-4. 29 (m, 1H), 4. 32 (t, J=5. 89Hz, 1H),
6. 98 (t, J=5. 49Hz, 1H), 7. 21 (dd, J=2. 68, 9.
03Hz, 1H), 7. 36 (s, 1H), 7. 46 (d, J=2. 68Hz, 1
H), 7. 53 (d, J=7. 81Hz, 1H), 8. 03 (s, 1H), 8. 18
(d, J=9. 27Hz, 1H), 8. 54 (d, J=4. 39Hz, 1H)
HEoHME (EST—MS, m/ 2): 529 (M")
120 :N— (2—=200—-4— ([6 - AbF—7—(2—F)NFEU
IhFAN—4—-FF/YUZ)] FF) TJx)l) =N’ —FobBIIL 7
N—{2-27o00-4—-[(7—EROFL—6—ArF—4—FFJ1Y=Z))
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AF] TxzZI) =N’ —FOBLTLT (7 2meg). ®REAUD LA (30m

g). ,2—=70FEIF> (62 ul) ENN—IUAFIFKILALTIEK (4m 1)
WCERUEZERTINMRRLEBETEEREEZZEEL TRONABIIZKEME.
s0OfRIIVATHHE Lz, FHEEEEKEET N VA TERL., BETERZ
BELTRERONLERSZEZI—FTITHHEL. N— (4—- ([7T— (2—-ToETk
F) —6—AbF—4-FFVU)N] FF) —2—-rogTz=i) -
N =7HENTLT %4 Omg. NFE4 5% THZ. BONZPREE (4 5mg).
REAV 7L (30mg). BEIVEUZ (80 uD) ZENN—=JAFILKRIALT 2
F(2ml) KHEFELERT—BMBRLE, BETHEEZZEL TEoNARES
ICEAFIEREEZR R DU U LRBREMA 7 0 ORIV A THIE U s. SHEE % 8K
MBET MU TULTEBREL, BETEEZEELTESNEBIE 700KV L S
AZ/—=IVTRRATZUATFNVI O NS 70—tk 0BRL. EEHOLS
WE42mg. NE5 6 %THE-,
'H—NMR (CDC 13, 400MHz):60. 89 (t, J=7. 32Hz,
3H), 1. 43—1. 49 (m, 2H), 2. 32—2. 38 (m, 2H), 2.
66 (bs, 1H), 2. 79 (t, J=5. 86Hz, 1H), 3. 04— 3.
09 (m, 2H), 3. 29—3. 36 (m, 4H), 3. 53 (m, 1H), 3.
57-3. 59 (m, 2, 3. 96 (s, 3H), 4. 31 (t, J=5. 8
S5Hz, 1H), 6. 98 (m, 1H), 7. 21—7. 23 (m, 1H, 7.
41 (s, 1H), 7. 46—7. 47 (m, 1H), 7. 55 (d, J=12.
69Hz, 1H), 8. 03 (s, 1H), 8. 19 (d, J=9. 27Hz, 1
H), 8. 55 (d, J=5. 37Hz, 1H),
HEBOoHE (ESTI—MS, m/ z): 517 (M*"+1)
EFI121 :N— (2—r00—4— ([7— (3—bRoF 7aoRFi)—
6 —ArF—4—-FFSVZIN] AF) 7JxZ)V) =N’ =o)Ly LT
N—{2—-2700-4-[(7—-bROFL—6—-—AbF—4—FF /1Y)l
FF] 7z} =N —7oENTL7 (55meg) JREEHAUY L (20
mg). 3—70FE—-1-70/N/—J)V (62u]) ENN—-—AFILKILAT
SR (4ml) CHEELERTIREBRLZ. BETEREZZEELTES NS
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U. BETHREZEERL THESNAERS200FIVA S AY ) — )L CEBT 2
PUATNI ORI T4 —ICkDBE-ML, XBEONEWE2 5me. [NR4
0 % THH=.
'"H—=NMR (CDC 135 400MHz):60. 91 (t, JT=7. 44Hz,
3H), 1. 24 (bs, 1H), 1. 43—1. 52 (m, 2H), 1. 97 (t,
J=6. 22Hz, 2, 3. 06~3. 11 (m, 2H), 3. 56—3. 7
1 (m, 2H), 3. 97 (s, 3H), 4. 27 (m, 2H), 6. 99 (t, J
=5. 62Hz, 1H), 7. 23 (dd, J=2. 68, 9. 03Hz. 1 H),
7. 38 (d, J=9. 03Hz, 1H), 7. 47 (d, J=2. 6 8Hz, 1
H), 7. 54 (s, 1H), 8. 05 (s, 1H), 8. 20 (d, J=9. 03
Hz, 1H), 8. 55 (s, 1H)
HE 0hE (EST-MS, m/z):461 (M*+1)
Eiigll122 :N— (2-r00—-4—{[7— (2-EROFZThF) —6
—ALF—Ad-FFVUN] AFL) TxZ)) =N —FOFPILILT
N—{2—-200-4-[(7T-bFOFL—6—-—RXrF—4—-FF1=))
AF2] 7xZ)} -N' =7OENTLT (50me). #EHAUYA (30m
g). TFL>7O0FERYS (44 u1) ENN—AFNWERILATIR (4
ml) ICEMFUERTIHMBRLE, BRETEFEEZZREL TESNABSITK
EMA. 000V ATHME LS, BHEZEKRET U A TEERL. HE
FTERZEELTHEONAEZR S 2 00BN A/ AY ) — )V TRBT S UHT
IO T 74 —ICXDBEL . ZEOEAWE L1 2meg. NEB2 2 % THE
7=
'H-NMR (CDC 135, 400MHz):60. 91 (t, J=7. 44Hz,
3H), 1. 42—1. 49 (m, 2H), 3. 06—3. 11 (m, 2H), 3.
80—-3. 83 (m, 2H), 3. 98 (s, 3H), 4. 22 (t. J=4. 6
4Hz, 2H), 4. 98 (t, J=5. 37Hz, 1H), 6. 99 (t, J=
5. 37Hz, 1H), 7. 33 (dd, J=2. 69Hz, 9. 03Hz, 1H),
7. 39 (s, 1H), 7. 48 (d, JT=2. 68Hz, 1H), 7. 55 (s,
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1H), 8. 05 (s, 1H), 8. 19 (d, J=9. 27Hz, 1H), 8. 5

5 (s, 1H)
HE HE (ESI-MS, m/ z):447 (M*+ 1)
EWHI123 :N— (2—2r00—-4— {[6—AFFL—T7— (44— YD)
APFS) —4—-FFVVoWNAF) Jxo)) —N' —FOENY LT
E#t (N— (2-200-4—-[(7T—-EROFT—6—-ArFL—4—FF
VUZI) FFLT o) N —FOENT LT, s0ome) REEH U A
(138mg). 4—2700XAFIVEY VUHEEEE (4img) 2N,N—J AF )Lk
VAT I FE (ml) ICERALIOCT IBRIBIRL . RISESWIT/KENE.
Zn0R)A=70/8 =) (3/1) THB LKL, HHEEEKEET N ™Y
LTERL, BETHEEREZEEL TESNARIEZHPL CIZTERL, =Ho
ftEHZesme. INZF66% THI=,
'"H—NMR (CDCl;, 4 00MHz):60. 96 (, J=7. 6Hz, 3 H),
1. 53—1. 64 (m, 2H), 3. 25 (dd, J=7. 3Hz, 12. 9H
z, 2H), 4. 07 (s, 3H), 5. 32 (s, 2H), 6. 66 (s, 1HD,
7. 14 (dd, J=2. 7THz, 9. OHz, 1H), 7. 27 (s, 1H),
7. 29 (d, J=2. THz, 1H), 7. 41 (d, J=5. 9Hz, 2 H),
7. 54 (s, 1H), 8. 24 (d, J=9. 0Hz, 1H), 8. 59 (s,
1H), 8. 63 (d, J=6. 1Hz, 2H)
HEIOHE (EST—-MS, m” 2z):494 (M*+1)
K124 :N—[2—-2r00-4— ({6—AFFL—7— [(5—FJKY
SRFI) AF2] —4—-FFJYZ)L) FF) JrxZ)L|-N’ —70OF
o7
N—-{2-700-4-[(7-bROF>—-—6-RrF—g4—FF5/1=)l)
AF] T2} -N' =7O0ELTLT (70me). REHUSYA (30m
g), RFZAFL>7OTAR (80ul) EN,N—IAFIFILATIR (5
ml) KEMFLERBTIRMBIR L, BETHEELZEEL TESNAEREITK
EMA. Z00RIVATHHELE., AHBZEKEE T N Y LATEHRL, BE
TEHEZBRLTRONALERSEI—FNTHEL. N— [4— ({7~ (5 -7
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OEXRFI) FF2) —6—AbF—-4—-FFJYZJ) FF3] —2~-4
oo7xz=)L] -N' —70ELTL7%43mg. NR46%THEE, B25H
e (4 3mg). REAV A (30mg). EIAFYU (700D NN
—PAFINEFNLTIR (dm!l) CERLERT—HBRLE., RETELRZ
HBEL THRONIEE S ICEREEKET MU D AKBKEIMZ 7 ook)L LA Tl
MUz, BRBZEAKNE T M) JATERZL., BRETAEZEELTESNS
S E70O0RNASA AT )= NVTRBRATHUAF N 7O ST 0 —izk
DEHL., BEOLEME 3 O0meg. INK6 8% TE~,

'H-NMR (CDC 13, 400MHz):061. 71 (t, IJ=7. 32Hz,
3H), 2. 28 (t, J=7. 20Hz, 2H), 2. 63 (m, 2H), 3. 0
8—3. 14 (m, 5H), 3. 29~3. 30 (m, 5H), 3. 47 (bs,
1H), 3. 73 (m, 1H), 3. 86—3. 90 (m, 2H), 4. 36 (t,
J=4. 65Hz, 3H), 4. 46 (t, J=4. 76Hz, 1H), 4. 77
(s, 1H), 4. 99 (t, J=6. 34Hz, 2H), 7. 80 (m, 1H),
8. 02 (dd, J=2. 68Hz, 9. 27Hz, 1H), 8. 18 (s, 1
H), 8. 27 (d, J=2. 68Hz, 1H), 8. 34 (s, 1H), 8. 8
5 (s, 1H), 9. 00 (d, J=9. 03Hz, 1H), 9. 35 (s, 1H)
BE »#HE (EST—-MS, m 2z):559 (M"+1)

Ehg125 :N—- {(2-700—-4—] (6 —XAb+F—7— ([5— (1 H—
1, 2, 3= bUFZV—=)b—=1—A4)V) RFIJIFF) —4—FFJ1J =)L)

AFN7z=)V} —N' —ZFOobILu LT

TV —I(0.41ml). 1 =7 O0FE—-5—-—2700X>%> (1.0mD). 95T
FSTFNTEZTL (10mg). BLU3IMAKE T MY T AKEK (Aml)
27t b2 (10mD IZEMREL. 50°C TISHEIMR L /=, RINESWIC/KEMA.
rooaRlVATHELZ. FEEZEKRES N JLATEEL, BETALZ
BELTHESNILEZESZE, JO00FRIVATERTS 70N M S 70 —ICX0DE
"L, PRE (390mg) =157,
el (N— {2—-200—-4—~-[ (7T—-EROFI—-6—AbF—4g4—-FF/
JZ)b) FFNT7 I —N 7oL T, someg) SREEHY A (1
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38meg). FLEDHFMEE (52mg) ENN—JAFIUFBILALATIE (1m 1) I-

B LU120C TSHEIBR L c, RINESYICKEMAZ, 7OoOmia— 08
=) (8/1) THHLZ, SHEFEKEEF N YL TEREL., HE FER
EEELTHOSNEKRIZHPLCICTRS) L. ZEOLEWE4me. X
38% TH/.

'H—NMR (CDCls, 400MHz):60. 96 (t, J=7. 6Hz, 3H),
1. 50—1. 65 (m, 4H), 1. 90—2. 08 (m, 4H), 3. 24 (d
d, J=7. 1Hz, 12. 9Hz, 2H), 4. 01 (s, 3H), 4. 17 (i,
J=6. 6Hz, 2H), 4. 44 (t, J=7. 3Hz, 2H), 4. 88—4.
94 (m, 1H), 6. 32 (s, 1H), 7. 14 (dd, I]=2. 7THz, 9.
OHz, 1H), 7. 25 (s, 1H), 7. 29 (d, J=2. 7Hz, 1H),
7. 48 (s, 1H), 7. 55 (s, 1H), 7. 70 (s, 1H), 8. 23 (d,
J=9. OHz, 1H), 8. 58 (s, 1H)
HE HE (EST—MS, m 2z): 540 (M*+1)
KhEFI126 :N' — (2—2700-—4— ([6—ArFT—7— (4—FI
WALFY) —4—-FF/V)NFF) =)L) =N, N=TTFIL L
7

FE (N' — {(2-2700-4—-[ (7T-bROFL—6—ArF—4-—F
FUUVZN) AF]T )] —N, N=JIFIILT. 83meg) REEH U
VL (138mg). 4 —JOOAFIVE Y JUHHEEE (49meg) 2N, N—JAF
IV AT 2K (Im 1) ICERLUERTISHERE L, RISESWIC/KE
A. 700K A=-70/)/ =)L (3/1) THHL =, GHE % 8KEEET ~
DULTERL, BETHEEZBRL THON/IZBEIZHPLCIITHREL., =
ADILEMEs5Tme . X#E56% TH/=,
'‘H—NMR (CDCls, 400MHz):61. 26 (t, J=7. 3Hz, 6H),
3. 41 (g, J=7. 1Hz, 4H), 4. 08 (s, 3H). 5. 32 (s,
2H), 6. 98 (s, 1H), 7. 14 (dd, J=2. 7Hz, 9. 0Hz,
1H), 7. 27 (s, 1H), 7. 29 (d, J=2. THz, 1H), 7. 4
1 (d, J=5. 9Hz, 2H), 7. 55 (s, 1H), 8. 37 (d, J=09.
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OHz, 1H), 8. 58 (s, 1H), 8. 63 (d, J=5. 9Hz, 2H)

BESHE (ESI-MS, m/ z): 508 (M*+1)
KWEF 127 :N—(2-200-4—{[6—APF—7— (4—F) 7R/
ThF*) —4—-FFVIUZ)N] FF2) Jx=)) =N’ —FabiuL 7
N—{2-700-4-[(7-EROF>—-—6—ALF—a4—FF1U=)J)
FF] 7)) N —FOBLTLT (70meg). REHUTA (30m
g). RXFZAFLT7OIF (80ul) ZENN—URAFIKILAFTIR (5
ml) KEFELERTIRMBRLE, RETHREZEELTESAEBSIZK
A, 7O0O0fRI)NLATHEH U2, FHEEZEKEEF N Y ATERL, BT
THREEZEEL THRONIEREEI—FITHEL, N— (4— {[7T— (4—7F
BETMF) —6—-AbF—4—-FFV/YZ)] FF2) —2-roorzr
ZN) =N’ —7OENTYLT7%4 3mg. L4 6% THA, 12577 Rk
(4 3mg). REAYUTL (30mg). BRI (40 ul) 2NN—IAF
WHRINLTIER (4ml) KHERLEET—HRBRLE. BETESEEELT
JONLARSITREIKEKFET M) U LKBSKEMA 7 OOk )L ATHE L,
AREZEE/KEET NV LATERL, BETEARZEELTESNZREEY
OOBNLSAY )= )VTERRTZ UM N 70T b 570 —iok gt
L. BEOILEWZE 2 3meg. NE5 3% THE-,
'"H-NMR (CDC 14, 400MHz): 60. 99 (t, J=7. 32Hz,
3H), 1. 56—1. 62 (m, >1 3H), 2. 00—2. 08 (m, 2H), 3.
26—3. 28 (m, 2H), 4. 04 (s, 3H), 4. 24 (m, 2H), 4.
72—4. 77 (m, 1H), 6. 65 (s, 1H), 6. 99 (s, 1H), 7.
19—-7. 26 (m, 1H), 7. 30 (s, 1H), 7. 32—7. 34 (m,
1H), 7. 51 (s, 1H), 8. 25 (d, J=9. 03Hz, 1H), 8.
61 (s, 1H) ’
BESoWE (ESI—-MS, m z): 545 (M*+1)
EWHFI 128 :N—[2—-2r00-4— ({6—ArFL—7—[2— (4—RAF
WERSD YT bhF2] —4—-FF VU )} FFY) Jx=)] =N’ —F
o)L T
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N—-{2-70O0-4—-[(7-tROF—6-ArFT—4—FF1Y=)l)
AF] 7z} -N' —=7O0ENTLY (60meg). REHUTA (30m
g). 1,2 —270FLF> (7T0uD) ENN=ZAFIFINATIE (4m 1)
CEMLERTINMBER LA BETARZ2EEL TESNEBIICKENA.
ZO0O0RIVATHEBELE. BREEZEKMET N LATHEL., BETHEE
BELTESNIERESZI—TIITHRIEL. N— (44— ([7— (2—7OEI h
F) —6—AbFr—4—FFJUZN] FF) —2-roorz)) —
N =70E)NTLT%4 6mg. INE6 2% THZ. B5NRHEE (4 6mg).
REAV DL (20mg)s N—AFIERSTL (50u]) #N,N—IAF)
RIATIE (3ml) CERLERT—BRBRLE. BETESEZEELTE
SANIRSITEAFIREE /KK T MU T KB EMA 7 oOFR IV ATHE LA, &
WREZEKWES N ULTHERL, BETEAREZ2EELTEONRIEsO
OFRINALS ALY/ —IVTREATZUASINZOTRNT ST 0 —lcL 0BEL.
HEDOILEWE24meg. NES5 0% TH:,

'H-NMR (CDC 13, 400MHz):60. 99 (t, J=7. 32Hz,
3H), 1. 61—1. 64 (m, 2H), 2. 75 (m, 2H), 3. 00— 3.
16 (m, 4H), 3. 25—3. 16 (m, 4H), 3. 25—-3. 29 (m,
2H), 4. 02 (s, 3H), 4. 27—4. 35 (m, 2H), 4. 78—4.
83 (m, 2H), 5. 33 (s, 3H), 6. 69 (s, 1H), 7. 17 (dd,
J=2. 6 8Hz, 9. 03Hz‘, 1H), 7. 31 (s, 1H), 7. 49 (s,
1H), 8. 26 (d, J=9. 27Hz, 1H), 8. 59 (s, 1H)
HEHNHME (EST~-MS, m z): 530 (M*+1)
Eigll 29 :N—{2—-roo—4—- [(7—{2—[(2—EROFZITF)))
AFN) FI/7] ThF) —6—AbF—4—FFVUZ)L) FdF] 7
=)} =N’ =o)Ly
N—{2-27D00-4-(7T-bEROF>—6—ArFI—4—-FFJ 1Y)l
FF] 7z} =N’ —7OBEILTL7 (6 5mg), RkEEAU™L (30m
g€). ,2—70FIY> (30ul) ENN—JAFINKRIVATIR (4m 1)
WIEFELUER TIRMBR L BETEFEEZEEL TEHEOSNABSICTKREMA,
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7B0FRI)VLATHIE L. AREEZEKEEF MU ILATESEL. BETERES

BELTRONIEERSEI—FTITHESRL. N— (4—- {[7T— (2—-7OFTk
F) —6—AMFT—4—-FFJUZN] FFL) —2—roaTo)) —
N’—7DEWWV7%3&@.W$45%Tﬁt°%5ﬂt¢ﬁ¢(36mQ\
KEEHI UL (30mg)s N=XFINIH/—)L7I> (30ul) ENN-—
%?»ﬁ»ATEF(3m1)K@%biﬁ?~%§#btommTﬁm&%%7
LTR SN ICHEMREKRS MU U LKEKRENA 27 OORILA THE L
o ARBEEKME T N UATERL., BRETHARA2ZEELTESNAES
Z2700KRNAL S AY )=V TRBIDUNFIN IO NI T T4 —i2L 05
#HL, REDOILEWE2 lmg. NES5 5 % TE~,
'H-NMR (CDC1:, 400MHz):60. 98 (t, I=7. 32Hz,
3H), 1. 59 (m, 2H), 1. 94 (bs, 1H), 3. 23 (m, 2H),
4. 03 (s, 3H), 4. 07—4. 15 (m, 4H), 4. 76 (m, 4H),
5. 35 (s, 3H), 7. 10—7. 17 (m, 1H), 7. 28 (s, 3H),
7. 40 (s, 1H), 7. 54 (s, 1H), 8. 37 (d, ]=9. 03Hz,
1H), 8. 64 (s, 1H)
BB HE (ES1—-MS, m/ z): 504 (M*"+1)
Eifl130 :N—[2—2rb00—-4— ([(6—AbF—7—[3— (4—RF
WVERSG I /NTZBRFY] —4—-FFVYZ)v} FF3) Jx2)] —N' —
o) L7
N—-{2-700-4-[(7—-kbFROFs—6—-AbF—4—FF/U))
AF] Tz} =N —7OENLTLY (75meg). REH UYL (30m
g)y L3270 ETu/NN> (75u) ENN—-—IAFNLFRILTIK (4m
1) WHEMUBIBETIRMBRLL. METERZEZEELTEONABSIIKE
MA. 7 OORLATHE L, FEE KRS P ATERL. HET
BRZEEL THRONEBRSEI—FITHEL. N— (4— {[7— (3—7nO
T7ORFL) —6—AbFr—4—-FFUYZ)] FF2}) —2-rnooTz
=) =N’ —T7OUNLNTLTES5 Omg. WES5 2% TERE, &S50/ dRE
(30mg). REAYV DL (20mg). N—AFIERST> (40 ul) #N,
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N=ZAFNVFRINLTIR (3ml) KEMLUERTHRIBRLS, BT FEL

ZEERLTHONEERSICHEMKEKRZET DU AKESKENLZ Y OO RV LT
MH U7z, FREEE/KIES MY YATERL, BETAEEMELTESH
t%é%bmDﬁ»A/%ﬁ/~»T§ﬁTé>Uﬂ?w0D?b5574—t
FOBHEL., REOLEWE20me. INE6 3 % THE-,

'H—NMR (CDC 135 400MHz):60. 99 (t, J=7. 32Hz,

3H), 1. 58—-1. 62 (m, 2H), 2. 25—2. 50 (m, 3H), 2.
70—-2. 85 (m, 3H), 2. 92—-2. 98 (m, 3H), 3. 25 (m,
2H), 4. 04 (s, 3H), 4. 25 (m, 2H), 4. 83 (m, 3H), 5.
34 (s, 3H), 6. 70 (s, 1H), 7. 21 (dd, J=2. 68, 9

03Hz, 1H), 7. 26 (s, 2H), 7. 31 (s, 1H), 7. 49 (s,
1H), 8. 18 (d, J=9. 27Hz, 1H), 8. 59 (s, 1H)

HE HhE (ESI-MS, m/ z): 544 (M*+ 1)

Ehigl131 N —[2-r00-4— {(6—-—ArFT—7—[2— (1 H~

1, 2, 3=bUTZV=)N—=1—4)) TbFI]—4—FF 1))} F3)

7= )L]1-N, N=ZTF )L 7
B (N —{2-2700-4~[ (7—-EROF>—6—ArFi—g—=x

FTVUDN) AFNT ) =N, N=JIZF)IL T, 83meg) fEEH
UL (138mg). 2— (1H—1, 2, 3= hUFYVIL—1—4J) TF) 4
—AFIN =1 = REANTxF—b (59mg) ENN—ZAFILRILAT
TR (m 1) ICHEAFLBOCTISHFRIRMR L /=, RISIESWIC/KEMA. y 0O
RNV L—=70/)8/ =) (3/1) THH UL, BHELEEKEES )Y LATE
BL., BETHEHEZEEL TBSNRSEI—FTITEREL. DEEEES.,
FREEE PUIFILT S > (0.027m) OrOoOsibs (Iml) BEIC. 0CT R
JIRZAT > (90mg) MMA T, 300 BB L. KBRS ECCICEAL -1,
PIFINT I (0.044ml) EWFLUTMA. 2BENT CEEETTRELE. K
ISR SN REKFR T U D AKBIEEEMA, yOook)lis—7O/s ) —
b (3/1) THiH L7z, FHREZEKBEF N Y ATERL., HETARS
BELTHRONLEASEHPLCITTHEL., ZEOLLAEWE30me. [NFE29%
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Tz,

'H—NMR (CDCls, 4 00MHz):61. 26 ( J=7. 1Hz, 6H),
3. 41 (g, J=7. 1Hz, 4H), 4. 03 (s, 3H), 4. 53 (,
J=4. 9Hz, 2H), 4. 94 (, J=5. 1Hz, 2H), 6. 98 (s,
1H), 7. 13 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 26 (s,
I1H), 7. 73 (s, 1H), 7. 94 (s, 1H), 8. 38 (d, J=9. 0
Hz, 1H), 8. 60 (s, 1H)

Efll1 32 :3— ([4— (3—r00—-4— ([(CIFIFTI)) AILE=
MT 2V 72 /FY) —6—AbFL—7—FFVUZJLIAFL) TOVIL
—N, N=ZTFIH—/NAT k-

Bt (N' — {(2—-2700-4—-[(7T-bFOFT—6—-—AbhFi—4g4—=
FVUZI) AF17x2)l) =N, N=ZJIFI)IILT. 83me) k)
U4 (138mg). 3—TOE-1-71/8/—)L (0,027ml) EN,N—Z 2F)
TILT IR (Im 1) [CHEFE LT TISEMIRE L. KNESMIT/KEMZ.
raaRVA—7a/R/ =)k (3/1) THHU. HFEEZEEKEESF U™
LATERL, BETHEEEEERL THONEBIET—FILTHEL., D% E
"z, PFRIFEPUIFINT 2> (0.027m) @O OORIA (Aml) BRIZ. 0
CTTHRURAT > (90mg) MAT. 300 MBI LE., KINESMEOTIZEAL
Rk, PIFNT I (0.044m) EHTFLTHA. 2BENTCEBETRIEL
2o RUSIEGICEAFIREE/KFE T MU DT LKBKEEINA. 700K A—T 0
/N =)V (3/1) THIHL/Z, BH¥EEEKRET MU YA TERL, BET
BHEZEBRLTHONALEIEZHPL CICTHEL., 2HOLSWE19me . ¥
F17% T1H=.

'H—NMR (CDCls, 4 00MHz):61. 04 (., J=7. 1Hz, 6H),
1. 22 4 J=7. 3Hz, 6H), 3. 09 (a, J=7. 1Hz, 4H),
3. 836 (a, J=7. 1Hz, 4H), 3. 75 (& J=6. 3Hz, 2H),
3. 97 (s, 3H), 4. 29 (, J=6. 1Hz, 2H), 6. 93 (s,

1H), 7. 10 (dd, J=2. 7THz, 9. OHz, 1H), 7. 24 (d,
J=2. 7THz, 1H), 7. 27 (s, 1H), 7. 45 (s, 1H), 8. 33
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(d, J=9. 3Hz, 1H), 8. 55 (s, 1H)

Ehagll 33 : N—{2—2r00—-4— (6—-—ArFL—7—[3— (4—F1
PNFA) TaORFI—4-FFJUZ)V} FAFD) Jro)N|-N' —TOF
NILT

BR (N= (4 {[7— B3—70ETORFY) —6—-ArFi—q—=*x
fVU:wwﬁw4—2~7mu7I:w)—N’—qu»WVT‘mmgL
REEFU DL (138meg). 4—ANATREYU P> (22mg) EN,N— I RAF)
FIVATI R (1m ) ICEMRUEIRTIBRIBRLE. RSESWIZKE .
ZUBFNL=TOR )b (3/1) THELE. HTHEEEARES -y
LTEBRL, BETEREEZZELTEONABIEI—FITHEL., ZEN(L
G Eeomeg. XNE72% TEE,

'H—NMR (CDCls, 400MHz): 60. 91 ( J=7. 6Hz, 3H),
1. 50—-1. 60 (m, 2H), 2. 24—2. 32 (m, 2H), 3. 11—
3. 24 (m, 4H), 3. 99 (s, 3H), 4. 25 (t, J=5. 9Hz,
2H), 4. 70—-4. 80 (m, 1H), 6. 62 (s, 1H), 7. 11 (d
d, J=2. 7Hz, 9. OHz, 1H), 7. 11—7. 16 (m, 2H), 7.
23 (s, 1H), 7. 25 (d, J=2. THz, 1H), 7. 45 (s, 1H),
8. 19 (d, J=9. OHz, 1H), 8. 30—8. 34 (m, 2H), 8.
55 (s, 1H)
BEHVE (EST-MS, m/2): 554 (M'+ 1)
Efifll134 :N—(2-200—-4—-[ (6—ArFL—7— {3—] (1—A
FHN—-1H—-1, 2, 3, 4—=Fb5V=I)I—5—1J)V) FHA17OR*>} —
4-FFVIZN) AFNT7z=)l) =N’ — 7oy L 7

REt (N— (4— {[7— (3-T0E7ORFL) —6—RAbF—4q4—
FUUVZNFAF) —2-r007z2)) —N' =70l 7. some) |
ﬁ&ﬁUﬁA(Bmwﬂ\S—XNﬁjh—l—?bﬁf—owm)éNN
—PAFIVENATIE (Iml) ICHEMLUERTIMEBBRLE., REESY
CARZMA, 2700RI)IVA—T0/8 —)b (3/1) THH L, HHE®mik
MBS R D LTEBRL, BETEREEEL TEONARES 2T —T )L Tk
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U, ZEEBDILEHETIMmg . XE5% TH.
'H—NMR (CDCl;, 4 00MHz):60. 91 (t, J=7. 3Hz, 3H),
1. 51—1. 56 (m, 2H), 2. 39—2. 48 (m, 2H), 3. 17—
3. 23 (m, 2H), 3. 56 (t, J=7. 1Hz, 2H), 3. 86 (s,
3H), 3. 97 (s, 3H), 4. 27 (t, J=5. 9Hz, 2H), 4. 7
5—4. 82 (m, 1H), 6. 63 (s, 1H), 7. 10 (dd, I1=2. 7
Hz, 9. OHz, 1H), 7. 24 (d, J=3. 7Hz, 1H), 7. 44 (s,
1H), 8. 19 (d, J=9. 0Hz, 1H), 8. 55 (s, 1H)
HEBiOoME (EST—MS, m 2):559 (M*+1)
EREFI135 N— (2—r00—4— {[6—AbFL—7— (3-EFRYD
J7ORFL) —4-FFVI)AFL) Jx2)) =N —FoOvILw L

7

N-—{2—-7o00-4—-[(7—-tPROF —6—-—ArFP—4—-FF /1y
W) FF)T7z)b =N =7FoBENT L7 (s00mg) BEEH U™ LA (857
mg). 1,3 —-70F7O/N> (05m 1) ENN-—SAFILFIALATIER (5
ml) ITEBLUEIRTIFARBRLE, BETEHZ2ZXLTESNAEB ITK
EMA. 7O00RIVA/2 =70/ =) (4/1) THH L., BB 8K
B bITLTEHRLBETEEZEEL TEONAERI 2T —FT )L THE L.
N— (4= {[7T— B3=T0ETORFY) —6—-ArF—4—FF5/1U=
WAF2) — 2—-7v0o07zz)k} =N’ —70ENT L7 #451mg. INE 7
1%TRH/E, N— (44— {[7T— (3—7OoE7ORF) —6—-ArF—4
—FF/UDINFFL) - 2—-rooTz)l} =N —FabilyLy (70
mg). REEN T L (54mg). EXUT T (B9ul) ZN,N— I RAFIFIVLT 2
F(2ml) THERBLULERT—BREBRLE. BETEREZEELTESHAERS
WEARIREE /KR DU D AKBREMA 7 0OV ATHE U, S8+ &K
MBS P TATREL, BETEEZEXEL CEONREIE /00K AL S
AL /=N (20./1) TEMATZUNSINI2ORT S 74 —ICkDEERIL,
FHEDILEYE3Sme . [NE50% THE:Z.

'‘H—NMR (CDCl:, 4 00MHz) : 60. 98 (, J=7. 6Hz, 3H),
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1. 46 (br, 2H), 1. 54—1. 66 (m, 8H), 2. 15 (br, 2

H), 2. 44 (br, 2H), 2. 55 (br, 2H), 3. 20— 3. 30 (m,
2H), 4. 04 (s, 3H), 4. 27 (t, J=6. 6Hz, 2H), 4. 77
(t, J=5. 9Hz, 1H), 6. 65 (s, 1H), 7, 17 (dd, I=2.
THz, 9. OHz, 1H), 7. 32 (d, =2. THz, 1H), 7. 33
(s, 1H), 7. 49 (s, 1H), 8. 24 (d, J=09. OHz, 1H), 8.
61 (s, 1H)
%ﬁ’tﬁﬁ"‘]lBG:N-—[2—7:1!:1—4—({7—)(}\:\’—*‘/—6—[2—(4—-%5‘"
WERSP/) Th*2] —4—-FF/VJV} FF3) Jx=)] =N’ —F
oIl TL7

(N-{2-7D00-4- [(6-—EROFL—7T—ArFo—g4—FF =
W) FAF] 72z} =N =oAL LT (500me). REEH U ™A (8
57meg). 1, 3—-27O0E7O/> (0. 5ml) #N, N—ZAF)LFRI A
TIR(5m1) KHEBLERTIMEBRLE, BETAREZZEELTELN
RIERSITKRZEMA, Z70ORNA/2-70/)8/—)v (4.1) THHELE. &
WEE BB U D LATHEL, BETAEZ2EEL TAShEBSET—
THNTHHFL. N— (44— {[6— (2—TOFLMFS) — 7T —ARF—4—
FFVUZN] FF) —2-rpoyrz)l —N' —7OCENILTE4 5
Img. IRE7 1% TH. N— (4~ {[6— (2—-TOFEILFF) —7— X
PF—4—FFVUZN] FF2) —2~-rnav7z=)} =N’ -7l
L7 (60mg). KEEHAUTLA (40meg). N—AFJERTI> (50
1) N, N=ZAFIIFIVAT IR (1ml) ICEMLUEIRT—BRBR L~
BETEHEZEREL TRONARIICHARE/KET ) Y AKBSKRENZ TY
OOFR)VATHBL/Z. FREBEEKEET N JATEEL, BETAREZS
KL TRONZEESZ/700FRIVAL A/ AY )= TEBTZ YA ) s0<x k
ToT74—IEDEHEL, BEEOLEWZE20me. INE4 4% THI,
'‘H-NMR (CDC1ls, 400MHz):60. 98 (t, J=7. 3Hz,
3H), 1. 566—1. 65 (m, 2H), 1. 77 (br, 4H), 2. 31 (s,
3H), 2. 53 (br, 2H), 2. 71 (br, 2H), 2. 97 (t, =6.
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1Hz, 3H), 3. 24—-3. 29 (m, 2H), 4. 04 (s, 3H), 4. 3

2 (t, J=6. 1Hz, 2H), 4. 83 (br, 1H), 6. 69 (s, 1H),
7. 16 (dd, J=2. 7THz, 9. OHz, 1H), 7. 30 (s, 1H),
7. 31 (s, 1H), 7. 55 (s, 1H), 8. 25 (d, =9. 0Hz,
1H), 8. 62 (s, 1H)
HEOWNE (ESTI-MS, m/ 2):529 (M* +1)
EWf137 N—[2-Zrpoo—4 U7=AbF>—6—[3— (4—AF)L
ERSP/) FARFL] —4—-FF VYY) FF) 7x=)l] =N’ —7F
oL L7

(N-{2—-2D00-4—- [(6—EROFI—7—ArFI—4—FF 1=
I AF] 72 -N —70ENLTLT7 (500me). mEH UYL (8
57mg). 1, 3—-70E7O/8> (0. 5m1) &N, N—IAFILkILA
TIF (5ml) CHEBUERTINMEERLL, BETARZZ2EELTELN
IR SITKREMA, yoORa s 2—-7anx/—)b (4./1) THHEL~E. &
BEZBARBERS U VLTERL, BRETAREZEEL TEONARIZT—
THNTHEFEL, N— (44— {[6 - (3-7OFEFORF) —7T—AbFx—4
—FFVUIZN] AFY) —2-rooT7z)l} -N' —FablL T A4
S1lmg, WE71%THE. N— (4—-{[6— (3—TOET7ORFL) —7
—ARF—4-FFV/UDI] FFL) -2-r00T7zZ)b) -N' —FO
ELoL7 (50meg). REAUTA (40mg). N—XFILERS T (5
Oul) ZN, N=JAFINKRINATIR (1ml) ICEMRLEER C—B#R L
Zo WETHEHZHAEL THOSNZRIITHEIREEAZ ST MU Y AKABKEEINA
70oOFI)LATHHLUZ. AHBZEKEE T N YL TERL., BRETREZ
BELTHEONEREE2700KNVA A AY ) =)V TRETZ U X770
NTST74—ICRDBEL, ZEOLLEWZEZ20me. R4 4% TE-,
'H—NMR (CDC1l:s, 400MHz):60. 98 (t, J=7. 6Hz,
3H), 1. 58—1. 64 (m, 2H), 1. 71 (br, 4H), 2. 31 (s,
3H), 2. 63 (br, 2H), 2. 71 (br, 2H), 2. 11-2. 17 (m,
2H), 2. 30 (s, 3H), 2. 59—2. 62 (m, 2H), 3. 24—3.
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29 (m, 2H), 4. 04 (s, 3H), 4. 26 (t, J=6. 6Hz, 2H),

4. 80 (br, 1H), 6. 67 (s, 1H), 7. 17 (dd, =2. TH
z, 9. OHz, 1H), 7. 31 (s, 1H), 7. 31 (s, 1H), 7. 52

(s, 1H), 8. 25(d,J=9.0Hé,1HL 8. 61 (s, 1H)
HENHE (ESI-MS, m/ z): 543 (M* +1)

EEFI138 :N— (2—r700—-4— {[T—ArFT—6— (2—FUJ Il
AhF) —4-FFVVINFFL) JxZ)) =N’ —FOlLyLT

Bt (N— {2—-200-4—-[ (6—EROF>—7—XhF—a4—F+
VUZ) AFT I =N =FObII LT, some) BEEH U A
(138meg). 2— (ZOOAF)V) BU P IEEE (4img) 2N,N—-AF)L
FIVALATIF (m 1) ICEFEL120C T IRIBRLE., RISRESMIZKEME .
roofibbL =70/ -V (3/1) THHLE. BB EKKEF U™
LTRRL ., METHEREZEEL THON-BILEBEIFIILTHEL., RED
fb&¥&s54ameg . NE55% THI=,

'H—NMR (CDCl;, 4 00MHz):60. 91 G, J=7. 6Hz, 3H),
1. 51~1. 58 (m, 2H), 3. 17—-3. 22 (m, 2H), 4. 02 (s,
3H), 4. 69 (br, 1H), 5. 36 (s, 2H), 6. 57 (s, 1H),
7. 08 (dd, J=2. 7THz, 9. OHz, 1H), 7. 21—7. 29 (m,
2H), 7. 53-7. 55 (m, 2H), 7. 66—-7. 71 (m, 1H), 8.
15 (d, J=9. 0Hz, 1H), 8. 55—8. 57 (m, 2H)
HE HE (EST~-MS, m z):494 (M*+ 1)
Hiigll 39 : N— (2—r0ob0—4— (7—ArFT—6— (3—F)IFKY
JTABRFL) —4—FF/ Vo)A FL) JrZ)) =N —FOELTIL
7

Bt (N— (4= {[6— (3—7ORFL) —7T—RARFL—a4—FF1
SAFS) —2-ronTvzo)l) N’ —FObiy LT, sameg) RE
FAVT L (138meg). EINHUS (0.017mD) ZENN—IJAFIHKILTIE
ml) IZEAELI20CT3HMEBIR L., RINEEWIZ/AKEIA, ZookiLA
=70/ =)L (3/1) THH Lz, BHEEEKREET U7 LA TERL,
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BETEHZEREL TRONARIEHBIFILTHESL, ZEOLSHE42m

g. WZFE77% THZ.

'H—NMR (CDCl;, 4 00MHz):60. 91 (, J=7. 6Hz, 3 H),
1. 47—-1. 59 (m, 4H), 1. 88—2. 00 (m, 2H), 2. 35—
2. 48 (m, 4H), 3. 20 (dd, J=7.3Hz, 12. 9Hz, 2 H),
3. 62—-3. 74 (m, 4H), 3. 97 (s, 3H), 4. 15 (t, ]=6.
3Hz, 2H), 4. 74—4. 80 (m. 1H), 6. 63 (s, 1H), 7. 0
9 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 24 (d, J=2. 7Hz,
1H), 7. 42 (s, 1H), 8. 18 (d, J=9. 0Hz, 1H), 8. 54
(s, 1HD

BE7E (ESI—-MS, m/z):530 (M*+1)

EiiF140 :N—{2—-2r00-4—- [(6—{3—(2—EROF>ITFI)
(AFIN) T2 /7170RFL} —7—AbF—4—FFJYZ)) FF17
=)V} =N’ —=JoE)NuLy

F# (N— (4— {[6— (3—7O0E7O0RFY) —7—APF—4-—-F
FVUZDNAFL) —2-r0oTzz)k) =N’ —Fab¥lyL 7, simeg) ,
REEA D UL (68mg). 2— (AFINFI/) TH/—)b (15mg) #N,N—
PAFINFINLTIE (Im 1) ITEFLIOT T IMMIMIEL 2. RIGESWIC
REMA. Z0O0FRINVA=T0O// =)V (3/1) THBE L., FHEZE 8K
B> bhUDTLATHRL, BETEAFEE2ZEL ESNEBIEZ 00K A S A
F =)V TERAT HHPLCIZK DERE L. ZFEOLEYE25SMmg. INZR4I8% TE
IZe

'H—NMR (CDCls, 4 0 0OMHz):60. 95 (t, J=7. 6Hz, 3H),
1. 53—-1. 62 (m, 2H), 2. 08—2. 15 (m, 2H), 2. 30 (s,
3H), 2. 58 (t, J=5. 4Hz, 2H), 2. 68 (t, J=7. 1Hz,
2H), 3. 21—-3. 26 (m, 2H), 3. 60 (t, J=5. 4Hz, 2H),
4. 02 (s, 3H), 4. 23 (t, J=6. 3Hz, 2H), 5. 06 (t,
J=5. 6Hz, 1Hz), 6. 79 (s, 1H), 7. 13 (dd, J=2. 7
Hz, 9. OHz, 1H), 7. 27—7. 28 (m, 2H), 7. 48 (s, 1
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H), 8. 21 (d, J=9. 0Hz, 1H), 8. 58 (s, 1H)

EF141 N— (2—2700—-4— {[6—AbFZ—7— (2—-FUI)
AbBFP) —4-F/UNAF} TJxz)V) =N’ —FoENILT

Bt (N— {2—-2p00-4—-[(7T—kROF>—6—-ArF—4—-F)
) FF)7zZII =N’ —FoENTLT, 80omg) KEHN U T A (13
gmg). 2 -r7oaXFIEYDUEEE 4imeg) ZN,N—I AF IRV A
7XIR (Im1l) KHEMAELSOCT IMMBRL. RIGEREMIC/KEMA, 7O
OR)bA—7a/N )/ =) (371) THIHL/Z, BEEZEKRET FUIAT
R L., METEEEZEEL THESNAEESZHPLCICITHEL, XED(LE
WE8Ime . INFE82% TR/, |
'H—NMR (CDCls, 4 00MHz):060. 97 (, J=7. 6Hz, 3H),
1. 54—1. 65 (m, 2H), 3. 25 (dd, J=7. 1Hz, 12. 9H
z, 2H), 4. 05 (s, 3H), 4. 75—4. 82 (m, 1H), 5. 42 (s.
2H), 6. 46(d,J=5.4Hz,1HL 6. 67 (s, 1H), 7. 08
(dd, J=2. 9Hz, 9. OHz, 1H), 7. 19 (d, J=2. 7THz,
1H), 7. 44 (s, 1H), 7. 53 (s, 1H), 7. 56 (d, J=7. 8
Hz, 1H), 7. 69 (dt, J=2. OHz, 7. 8Hz, 1H), 8. 25
(d, J=9. 0OHz, 1H), 8. 46 (d, J=5. 1Hz, 1H), 8. 6
1 (d, J=4. 6Hz, 1H)

HESHE (EST-MS, m z):493 (M*+1)
EMiF 142  N— (2—7r7oO0—4— {[6—ArF—7— (3-EUZI
ARFY) —4-=F /) PIINAFT) TJxzZ)V) —N' =o'

BER (N— (2—27800-4—[(7T—bEROFL~—6—AbFr—4—-F)
) FF7z=)V) =N’ —JFoe) Ty L7, 80meg) JkBEEHU L (13
gmeg). 3—27O0O0AXAFIHIEYPUEEE (4mg) ZN,N—AFIVRIVA
TIPF (ml) IKiEELOCT IR L /. RINIEGWITKREZNA., 7O
OF)boa—7o/nN/ =)L (3/1) THH LKL, AEBZEKEEST U DALT
ERL., METAEZEELTHESNZEEZHPL CIZTHEL, REDILE
MET0meg. WEILX TR,
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'H—NMR (CDCls, 4 00MHz):60. 97 (, =7. 3Hz, 3H),

1. 54-1. 65 (m, 2H), 3. 25 (dd, J=7. 3Hz, 12. 9H
z, 2H), 4. 02 (s, 3H), 4. 82—4. 90 (m, 1H), 5. 30 (s,
2H), 6. 47 (d, J]=5. 4Hz, 1H), 6. 72 (s, 1H), 7. 09
(dd, J=2. 7THz, 9. OHz, 1H), 7. 19 (d, J=2. 7THz,
1H), 7. 32 (dd, J=4. 9Hz, 7. 8Hz, 1H) 7. 47 (s. 1
H), 7. 52 (s, 1H), 7. 84 (d, J=7. 8Hz, 1H), 8. 26 (d,
J=9. 3Hz, 1H), 8. 47 (d, J=5. 4Hz, 1H), 8. 58 (d,
J=3. 2Hz, 1H), 8. 75(s,1H) "

HEHHhE (EST-MS, m z):493 (M*+1)

Efigl143 :N— (2—=r00—-4— {[6—ArFI—7— (4—FYI)l
ARFS) —4—FUNFFI) JzZ)) -N' —FObBLILT

B (N— {2-700-4—[(7T—kEROFL—6—-—RAbF—4q4—F)
) AF17xzz)v} =N’ =70 L7, 8omeg) JREH UYL (13
8mg). 4—7/00AFIIEY I UHEENE dme) ZN,N—JAF LA
TIF Qml) IZEFELCTIRMEBMLL. RARSWIC/KkEMNL, r O
ORI A—7'0/8 7 =)b (3/1) THIM U7, A#EZEKEES ) T LT
Rl BETEREEERLTHEONABRIEZHPLCIZTHEE) L. ZEOIL
BWE7 1meg. WE71% THE-.
'H—NMR(amm4OOMH2M60.97(uJ=7.6Hz,3HL
1. 54—-1. 65 (m, 2H), 3. 25 (dd, J=7. 1Hz, 12. 9H
z, 2H), 4. 05 (s, 3H), 4. 86—4. 92 (m, 1H), 5. 32 (s,
2H), 6. 48 (d, J=4. 7Hz, 1H), 6. 73 (s, 1H), 7. 08
(dd, J=2. 7Hz, 9. OHz, 1H), 7. 19 (d, J]=2. 9Hz,
1H), 7. 38 (s, 1H), 7. 41 (d, J=6. 1Hz, 2H), 7. 54
(s, 1H), 8. 26 (d, J=9. OHz, 1H), 8. 46 (d, J]=5.
4Hz, 1H), 8. 61 (d, J=6. 1Hz, 2H)

BEOWHE (ESI-MS, m 2):493 (M*+1)

EhEiFll144 N— (2—r700—-4— {[6=ArF—7— (2—F)k)
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JIbFS) —4-F)))NAF) Jx=)) =N’ — 7Oy L T
B (N— {2-2700-4~[(7T-EFOFP—6—AFFT—a—=%)
U AF172=)b =N’ —7OENNT LT, 100me) REAUY A (4
nmgLLz—yim%I&yamwml)éMN—Vx%w$WA73F<1
ml) TEFELUEIRTIHHBERLE. RINESWICKEZMEZ. yootLs —
Fas/ =) (3/1) THHUZ. BHEEEKFEF YA TESL. &5
ET@@%%ELT%B%E%%%I—?»T%ﬁb\¢E¢(N—(4—{W
— (2-TJHEIPFI) —6-RAPFT—4-F U NFHFL} —2-»n1
D7I:w)—N’—qu»?V?)%%to¢ﬁ¢.ﬁ%ﬁUWA(B&gL
BIHRD 2 (017mD) EN,N—=ZAFIFILLTIE m 1) ICBERLIOCT
RFEIRAR L7z, RISIRE®TKEMA, 700K LA—~T70/8 =)L (3/1)
THEL LU, FREEEKMET N UATERL, METAEE2EELTES
htﬁé%ﬁDD$WA/%5/“WT§%T§?Uﬁf”9D7Fﬁ574f
KEOBEL, XEBOLEWE70me . NES4% TE-.
'H—NMR (CDCls, 4 00MHz):60. 91 ( J=7. 6Hz, 3H),
1. 50—-1. 59 (m, 2H), 2. 57 (, J=4. 6Hz, 4H), 2.
88 (4, J=5. 9Hz, 2H), 3. 18—3. 23 (m, 2H), 3. 68
(t, J=4. 6Hz, 4H), 3. 94 (s, 3H), 4. 26 (t, J=5.
9Hz, 2H), 4. 98 (t, J=5. 3Hz, 2H), 6. 41 (d, J=5.
3Hz, 1H), 6. 74 (br, 1H), 7. 03 (dd, J=2. 7Hz, 9.
OHz, 1H), 7. 14 (d, J=2. 7THz, 1H), 7. 34 (s, 1H),
7. 43 (s, 1H), 8. 42 (d, J=5. 1Hz, 1H)
HESHE (ESI—-MS, m 72z):515 (M*+1)
Eiigl1 45 : N—-[2—2r080—-4—({6—ArFT—7—72— (1H—-1,
2, 3-hYUT/=Ih=1—A)) ThFI—4—-F/Y)l} FFT7x)
—N' —Zoe)loyL 7

Bt (N— {2—200-4—-[(7—kkRpFi—6—RArFi—g—=x
V) AF2)7 =)} =N’ —=7OEIy L7, someg) BN UYL (13
smg). 2— (1H—-1, 2, 3—hUFPYV—I)b—1—4J)V) TF)I 4—%
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FI—1-—XR2EZNTH+F—F 59mg) EZNN—AFIVHEINALTIR

(1m 1) ITHEMLU120°C TSR L 7=, RISBEWIZ/KZEZME. Yook
L=70/8/ =)V (3/1) THH L., BHEEEZEKEET MUY ATERSL.
BMETEREZEEL THRSNIZESZ, 700FIb—AY /- TREBL~EH
PLCIZTHEL., ZEDILEYZ92meg. NZEKID2% THE=.

'H—NMR (CDCl5, 4 00MHz):60. 97 (, J=7. 6Hz, 3H),
1. 537—1. 63 (m, 2H), 3. 23—-3. 28 (m, 2H), 4. 01 (s,
3H), 4. 52 ( J=5. 1Hz, 2H), 4. 81 (br, 1H), 4. 9
3 ( J=5. 1Hz, 2H), 6. 47 (d, J=5. 4Hz, 1H), 6.
69 (s, 1H), 7. 08 (dd, J=2. 7Hz, 9. 0Hz, 1H), 7.
18 (d, J=2. THz, 1H), 7. 37 (s, 1H), 7. 51 (s, 1H),
7. 72 (d, J=1. OHz, 1H), 7. 97 (d, J=1. 0Hz, 1H),
8. 26 (d, J=9. OHz, 1H), 8. 48 (d, J]=5. 4Hz, 1H)
HEBOWME (EST1-MS, m/z):497 (M*+1)

KiEFl146 :N—-[2—-r00—4— ({(7—[2= (IH=1-=1 3% /UJ)
IThrFN=-6—-AbF>—4-F VU)} FFNT2Z)]-N' —FOVFIL
vy

B (N— {(2-2D00-4—((7-bROFL—6—RArF—4—F/
UV FF7 =) =N’ —ZFOEiT L7, 8ome) REH UYL (13
8mg). 2— (IH—1—13IFVUJ) TFI 4—AF)—1-x>¥>2%
WZ7x4F—hF (59mg) ENN-—UAFINKRIALATIR Qm 1) ICEREL120
CTSRERRR L7z, RINREHIT/kEMA, yooakiba—7as8/ —)b (3
1) THHU/Z. AREEZEKEET MU ATESRL, BREFAE®ZEERLT
‘BoNESE, 700FN L~ Ay /) —)VTRELEHPL CICTERL., &
RADILEME 81mg. INE2K THE-.
'H—NMR (CDCl;, 4 00MHz):60. 96 ( J=7. 6Hz. 3H),
1. 50—-1. 65 (m, 2H), 1. 90—2. 08 (m, 2H), 3. 24 (d
d, J=7. 1Hz, 12. 9Hz, 2H), 4. 01 (s, 3H), 4. 17 (,
J=6. 6Hz, 2H), 4. 44 (, J=7. 3Hz, 2H), 4. 88—4
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94 (m, 1H), 6. 32 (s, 1H), 7. 14 (dd, J=2. THz, 9.

OHz, 1H), 7. 25 (s, 1H), 7. 29 (d, J=2. 7Hz, 1H),
7. 48 (s, 1H), 7. 55 (s, 1H), 7. 70 (s, 1H), 8. 23 (d,
J=9. 0OHz, 1H), 8. 58 (s, 1H)

HE HE (ESI-MS, m/ z):496 (M*+1)

Kigl147 :N— (2-ro0—4— {[7— (3—EROFLFOfF)
=6 —AbF—4-F2UNFF) JxZ)) =N’ —FOPLYLT
BE (N= (2-Joo—4—-[(7T-tbkOoFi—6—-RAbrF—g—F
D) FF217x22)b =N’ —ZOBLY L7, 8omeg) SREEH U ™Y A (13
8mg). 3—70OEFE—-1-70/3/)—=)b (0.027m 1) EN,N—AFILHKILA
TIF ml) KEBUERTISHEBELE., RISRaWICKkEZMA. »0
OFINL=70/)X/ )b (3/1) THHLE., HEBEEKKEEF Y YAT
MBRL., BETEREEZEELTEONARIE, JO00FNL A/ AY ) —)LTE
PRI DHPLCICKE DML, ZEDO(LEWE94mg . NE100% TE=,
'H-=NMR (CDCls;, 4 00MHz):60. 92 (, J=7. 6Hz, 3H),
1. 45—-1.62 (m, 2H), 2. 09—-2. 18 (m, 2H), 3. 21 (d
d, J=7. 1Hz, 12. 9Hz, 2H), 3. 87 (t, J=5. 6Hz, 2
H), 3. 94 (s, 3H), 4. 31 (t, J=6. 1Hz, 2H), 4. 81—
4. 87 (m, 1H), 6. 42 (d, J=5. 1Hz, 1H), 6. 69 (s,
1H), 7. 03(dd,J=2.7Hz,9.0Hz,1HL 7. 14 (d,
J=2. 7Hz, 1H), 7. 36 (s, 1H), 7. 43 (s, 1H), 8. 20
(d, J=9. OHz, 1H), 8. 42 (d, J=5. 4Hz, 1H)
KHiF148 :N— [2—2700—-4— ({6—ArFL—7—[2— (4—RXF
WERS D /) ThF] —4—-F/UY)l} AF) 7xz=)V] —N' —7novr
o Lr

B (N— (4= {([7- (2—TOEIF+) —6—ARFi—a4—% 1

Nl FF2) —2-roo7zz)L) —N' —7OENYLT., 50me). Rk
AVDTAL (138meg), 1 —AFIERFIZ> (0. 055ml) 2N, N—<
AFINFILLATIEF (1ml) WERLERTL SERERLA, RIGESYIC
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KEMA, rOoafL—7a)X/ =)V (3./1) THIH L=, BEEEEKE

BT PUDATHRL, BETEREBEL TEONAERIE, IT—FILTHE
U. REOILGEYWES54meg. XE1 0 0% THEE,
‘H—NMR(CDC13,4OOMHZ):6O.92(t,J=7.3Hz,
3H), 1. 49—1. 62 (m, 2H), 2. 24 (s, 3H), 2. 35—2.
70 (m, 2H), 2. 90 (t, J=4. 6Hz, 2H), 3. 21 (dd, 7J
=7. 3Hz, 12. 9Hz, 2H), 3. 94 (s, 3H), 4. 26 (t, J
=6. 1Hz, 2H), 4. 75—4. 85 (m, 1H), 6. 41 (d, J=5.
1Hz, 1H), 6. 67 (s, 1H), 7. 04 (dd, J=2. 7THz, 9.
OHz, 1H), 7. 14 (d, J=2. 7Hz, 1H), 7. 34 (s, 1H),
7. 42 (s, 1H), 8. 19 (d, I1=9. 0Hz, 1H), 8. 42 (d,
J=5. 1Hz, 1H)
HE oHE (ESI-MS, m/ z): 528 (M* +1)
EhEFI1 49 :N— (2—-robd—4— {([7— (2—bROFLThF) —
6—ALF—4—F /) UNFF) JxzZJ)V) —N' —FOEINILT
Bt (N— {2—-200-4—~[(7—-EROF>—6—ArFT—g4—F
D) AF17x2)k =N —70ENT L7, 8ome) JREEHU ™A (13
8mg). 2—7OFEIY/—)L (0.021m 1) ZNN—-—SRAFURILLFIRK
ml)K%%biﬁ?mﬁ@ﬁﬁbtoﬁﬁﬁé%t%éMi.7DD$»A—
Zans =)k (3/1) THEL/R. FHEZEKGEF U ATERL., K
ETEREEZEELTHEOSNAKRESE, 700K)VA S AY ) — )L CRET AHPL
CIZEDHEHL., REOLEMEI Mg . NFEIN% TE,
'H—~NMR (CDCl;, 4 00MHz) : 60. 96 ( J=7. 6Hz, 3H),
1. 54—1. 65 (m, 2H), 3. 25 (dd, J=7. 1Hz, 12. 9
Hz, 2H), 3. 99 (s, 3H), 4. 07 (t, J=4. 4Hz, 2H), 4.
28 (t, J=4. 6Hz, 2H), 6. 46 (d, J=5. 4Hz, 1H), 6.
77 (d, J=8. 3Hz,1H), 7. 08 (s, 1H), 7. 08 (dd, J=2.
"THz, 9. OHz, 1H), 7. 42 (s, 1H), 7. 49 (s, 1H), 8.
26 (d, J=9. OHz, 1H), 8. 48 (d, J=2. 9Hz, 1H)
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EWHI150 :N—- {2—-200-4—-[(7—{2-[(2—EROFIITF))
(X?»)TEAIF#D}—6—%%#9—4—#/U»)##Vﬁ::w}
—N' —Z7oENoL7

BB (N— (4— {[7T- (2—-TOFEIFFI) —6-APFET—qa—%
UIAF2) —2-7007x2)l) —N' —FObBILILT. some) ik
AV TL (138meg). 2— (AFNTI/) 5 /=)L (0.040m 1) %N N—
PAFIENWLT IR (ml) CHEBLUERE TISKBIBRLA., KBS
KREMA. 2O0Of)VA=70/)8 =) (3/1) THHBLE., S8 % &8k
BT MIUATEBRL, HETASZBERL TEONABIE, IT—F)L Tk
L. REDILEWZES3Img . [WER106% TE/=.

'H—NMR (CDCls, 400MHz):60. 97 (, J=7. 6Hz, 3H),
1. 54—-1. 65 (m, 2H), 2. 42 (s, 3H), 2. 69 (t, J=5.
1Hz, 2H), 3. 00 (t, J=5. 6Hz, 2H), 3. 26 (dd, J=
7. 1Hz, 12. 7THz, 2H), 3. 64 (t, J=5. 1Hz, 2H), 3.
99 (s, 3H), 4. 26 (t, J=5. 6Hz, 2H), 4. 66—4. 69
(m, 1H), 6. 46 (d, J=5. 1Hz, 1H), 6. 70 (s, 1H),
7. 09 (dd, J=2. THz, 9. 0OHz, 1H), 7. 19 (d, J=2
THz, 1H), 7. 39 (s, 1H), 7. 47 (s, 1H), 8. 24 (d, J
=9. OHz, 1H), 8. 47 (d, J=5. 1Hz, 1H)
HEOHE (EST-MS, m/ 2): 503 (M*+1)
FhiFI151 :N—- (2-r00-4— {[6—AbF—~7— (3—F)LFKY
J7ORFL) —4—-F/2U)NFF) JZ)) =N’ —FOEILYLT
FEEE (N— (4— {[7T— (3—7O0FETORFI) —6—AAbF—4—F
JUNAFZ) —2-roo7z2)k) —N' =70y L 7. s2me) ik

BAUw A (138mg). BILHU Y (0.044m 1) ZN,N—ZAFILRILALT =
F (ml) ICTEELUZERTISHEBRERL-. RINES®IC/AKEZMZ. ook
Wb —7a/)N/ =)k (3/1) THHLU:., FHELEKEET N A TE L
L. BETHEHEZEELTHEONARIE, IT—FI)ILTHEL., EHOLAW%

23mg. NE44% TH=,
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'H—NMR (CDCls, 400MHz):60. 92 (, T=7. 6Hz, 3H),

1. 49—-1. 60 (m, 2H), 2. 02—2. 11 (m, 2H), 2. 40—
2. 47 (m, 4H), 2. 52 (t, J=7. 1Hz, 2H), 3. 21 (dd,
J=7. 1Hz, 12. 9Hz, 2H), 3. 62—3. 69 (m, 4H), 3. 9
5 (s, 3H), 4. 20 (t, J=6. 6Hz, 2H), 4. 70—4. 78 (m,
1H), 6. 41 (d, J=5. 1Hz, 1H), 6. 64 (s, 1H), 7. 0
4 (dd, J=2. 7THz, 9. 0Hz, 1H), 7. 15 (d, J=2. 7THz,
1H), 7. 37 (s, 1H), 7. 43 (s, 1H), 8. 20 (d, J=9. 0
Hz, 1H), 8. 42 (d, J=5. 4Hz, 1H)

KFEFI152 :N—-[2—2r00—-4— (6—AFFI—7— {[3— (4—AF
WERT Y /) TaRFil—4—-F )YV} FF2) JxZ)-N' —FoOr
N L7

Bk (N— (44— {[7T- (3—7O®E7ORFL) —6—AhFi—4g4—F

JUNFFV —2-7007x2)) ~N° —FObILY LT, same) LB
BAUUA (138meg). 1 —AFIEXRST (0055m 1) #N,N—JXF)
TIVATI R (im 1) ICEMBLERE TISERIBRLA., KISESWICAKEME.
JOORIVLA=70/8/ =) (3/1) THHLE., BHEBEEEKEESF Uy
LTERL ., METHERZEEREL THESNERSE, T—FITHEL., ZHO
fee®E4ime. RFE76% THz,

'H-NMR (CDCls, 400MHz):60. 92 (t, J=7. 6Hz, 3H),
1. 49—-1. 64 (m, 2H), 2. 02—2. 10 (m, 2H), 2. 23 (s,
3H), 2. 30—2. 56 (m, 8H), 2. 52 (t, J=7. 3Hz, 2H),
3. 20 (dd, J=7. 1Hz, 12. 9Hz 2H), 3. 94 (s, 3H),
4. 19 (t, J=6. 8Hz, 2H), 4. 83—4. 92 (m, 1H), 6.
40 (d, J=5. 1Hz, 1H), 6. 69 (s, 1H), 7. 03 (dd, J
=2. 9Hz, 9. 3Hz, 1H), 7. 14 (d, I=2. 7THz, 1H), 7.
35 (s, 1H), 7. 42 (s, 1H), 8. 19 (d, J]=9. 0Hz, 1H),
8. 42 (d, J=5. 4Hz, 1H)

HEOHE (EST—-MS, m/ z): 542 (M*+1)
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KiEgll15638 :N—-[2—2r00-4— (6—ArFT—7—{{3—~(1H—1,
2, 3—hPUTV=Il—1—4a4)V) FJORFI1—4—-FJYJ} FF) 7=
=)=-N' =ZFobElvL 7T
U7V —=)(0.41ml)., 1 —-70F—-3—-20070/%> (0.79ml). I {5
RSTFITEZUL (10mg) . BLUIMAKELT b U AKEHE (1m)
Z7 b (10mD IZEBL. 50C TSI L -, RISEBESWIZ/KEME.
Z0O0RNVATHHLUZ., BHEBEZEKRE T NI ATERL., RETFARS
BRLTRLNIZESZ, JOOKRNLATRETAI/OT RS S 74 —lck i

"HU. PG 327mg) %157,
B (N= (2-2700-4—[(7T-bROFL—6—RAhFi—4-—F /1

) AFNT7 )b} =N —=FOeiT L7, some) S U™ A (138
meg). AAOFREE (43mg) ZN,N—IXAFIKRIAT IR (Im1) I2HBE
L8OC T3 L o, RISIEBMIZ/KEMA, Zoak)bh—Ta/8 ) — )b
(3/1) THH L. BHEEEKREST MUY ATERL, METEMSZ
HLUTHSNIEREE. ZOOK)VA | AY /— L TRET BHPLCIZ £ b FEm
L. REBDILEYWE 54meg. NK52% THE-,

'H—NMR (CDCl:, 4 00MHz):60. 97 (t, J=7. 6Hz, 3H),
1. 54—1. 65 (m, 2H), 2. 49—2. 58 (m, 2H), 3. 26 (d
d, J=7. 1Hz, 13. 2Hz, 2H), 4. 01 (s, 3H), 4. 15 (t,
J=5. 9Hz., 2H)., 4. 69 (t, IT=6. 6Hz, 2H), 4. 90 —5.
00 (m, 1H), 6. 46 (d, J=5. 1Hz, 1H), 6. 77 (s, 1H),
7. 08 (dd, J=2. 7THz, 9. OHz, 1H), 7. 19 (d, I=2.
7Hz, 1H), 7. 36 (s, 1H), 7. 51 (s, 1H), 7. 61 (s, 1
H), 7. 67 (s, 1H), 8. 26 (d, J=9. OHz, 1H), 8. 47 (d.
J=5. 4Hz, 1H)

HEOHE (ESTI—-MS, m/ 2z): 511 (M*+1)

K154 : N—[2—r00—~4— ({7=[(3=— (IH=—1—143I4JUJl)
TORFIN-6—AbFT—4-F )} FF) Tz ZJ]-N' —7oOF
Vo L7
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1325 —)(680mg). 1—7O0%F—-3—-rooro/f> (0.79ml). I {5

FSTFNTEZTL (1I0mg) . BEOIMAELTF N ™ AKEK (1mD

27 b (10mD ITHEMRL. 50CTISKIBIE L . RIGESWIC/AKZMA.
ZO00RVATHEHLUZ, FHELZEKREF N YATEREL., BETEE
BELTHRONLEKEZE, JUORINATERT S 7O 574 — 2k 08
U, #Rk (1 - (3—270o070BE)) —1H-—13I%YV—)l. 525mg) %

FEt (N— {2—200-4—[(7T-tROF>—6—ArFL—4—-F
D) FF)7xz) =N’ =70 T L7, 8omeg) ,KEHY A (13
8mg). ANRDHFMEE (42mg) ZEN,N—JAF)LHRILATIR (Uml) 2
RLBOC T IMMA Lz, RINBEMIZT/KEMA., ZOoOdRIL—TO/N ) —
WV (3/1) THH Lz, AREZEKMEEST N ATERL., RETAK:
BELTHRONLEZEZE, yOoOfRiA /Ay /) —ILTRETSHPLCIC L D
"L, REDILGWE23mg . NZE23% TH-,

'H—NMR (CDCls, 4 00MHz): 60. 91 (¢ J=7. 3Hz, 3H),

1. 48—1. 60 (m, 2H), 2. 27—2. 36 (m, 2H), 3. 20 (d
d, J=6. 8Hz, 12. 9Hz, 2H), 3. 97 (s, 3H), 4. 06 (t,
J=5. 9Hz, 2H), 4. 21 (t, J=6. 8Hz, 2H), 6. 39 (d,
J=5. 4Hz, 1H), 6. 90 (s, 1H), 6. 98—7. 04 (m, 2H),
7.12(d,J=2.7Hz,iHL 7. 30 (s, 1H), 7. 44-7.
48 (m, 2H), 8. 22 (d, J=9. OHz, 1H), 8. 41 (d, J=
5. 4Hz, 1H)

EhEFI1 S5 :N—{2—2r700—-4—-[((7— {(2—[¥ (22— ROF>IF
V) T2/ bhF) —6—ArFT—4—-FUN) FF17zz=)l} —N
C —=JoEiloL7

Bogt (N— (4= {[7— (2—7OEXThr+) —6—AbF—a4—F/
Dt Fs) —2—-rso007xz=)L) —N' —7OELT LT, s0meg) REE
AVT AL (138mg). 1 —AFIVEXNT T (0055m 1) &N,N— I AF)LK
NALATI R (im 1) ICEMFRLUERTISHMBERLE. RISESWICKEMA,
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o00FRNVLA—=T70/8/ —)b (3/1) THHELZ, HHEEEKEESF R

AT%@b\METEﬁégbeQBKE%é%.I—?ﬂ?%%b‘ﬁﬁw
bW ZE4iomeg. XFNR2X% TH:,

'H—NMR (CDCl:;, 4 0 0MHz):60. 92 (¢, J=7. 3Hz, 3H),
1. 50—1. 60 (m, 2H), 2. 74 (t, J]=4. 9Hz, 4H), 3.
04 (t, J=4. 9Hz, 2H), 3. 15-—3. 24 (m, 2H), 3. 60
(t, J=5. 1Hz, 4H), 3. 94 (s, 3H), 4. 17 (t, J=5.
OHz, 2H), 6. 41 (d, J=5. 4Hz, 1H), 6. 75 (s, 1H),
7. 04 (dd, J=2. 4Hz, 8. 8Hz, 1H), 7. 14 (d, J]=2.
7Hz, 1H), 7. 38 (s, 1H), 7. 43 (s, 1H), 8. 19 (d, J
=9. OHz, 1H), 8. 42 (d, J=5. 4Hz, 1H)

KWEFI156 :N— {(2—-roO0—4—[(7— {3—[¥ (2—tRoxs1IF
W) TE/17ORFL) —6—AMFT—4—-F2Y)) FFNT o)) —
N' =o)L 7F

Bt (N— (44— {[7— (3—-7OE7ORFY) —6—AbFi—a—F
JUINFFZ) —2-7007z2=)L) =N’ —7OobEY L7, 52meg) ik
BAUDUA (138mg). PLY /)T I (53mg) BN,N—IAF LKL A
TEF (ml) KEMLUERTISHERE®RLE. KBES®HIC/KENA., ~ O
DAL =70 =)L (3/1) THM L. AEEZEKEET M) ILT
HBRL. BETE#EZEEL THEONARSE, I—FIATHEL. EEOLS
ME41meg. NE82% THE/Z,

'‘H—NMR (CDCl:, 400MHz): 60. 89 (, J=7. 3Hz, 3H),
1. 46—-1. 56 (m, 2H), 1. 97—2. 05 (m, 2H), 2. 63 (t,
J=5. 1Hz, 4H), 2. 69 (t, J=6. 1Hz, 2H), 3. 19 (d
d, J=7. 1Hz, 13. 2Hz, 2H), 3. 60 (t, J=4. 9Hz, 4
H), 3. 94 (s, 3H), 4. 32 (t, J=5. 9Hz, 2H), 5. 27—
5. 835 (m, 1H), 6. 37 (d, J=5. 4Hz, 1H), 6. 94 (s,
1H), 7. 01 (dd, J=2. 9Hz, 9. 0Hz, 1H), 7. 10 (d,
J=2. 7Hz, 1H), 7. 42 (s, 1H), 7. 53 (s, 1H), 8. 19
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(d, J=9. OHz, 1H), 8. 35 (d, J=5. 4Hz, 1H)

BE HME (ESI-MS, m/ z):547 (M*+1)

ERBI1IS57  N—-{2-200-4—-[(7—{3—-[(2—FEFKO*x>TFJ)
(AFN) FI17ORFL} —6—AbFP—4—F/Y)) FF17x=
W} —N' —7FoENT L7

BEt (N— (4—- {[7T—- (3=T7OE7O08FY) —6—-—ArFi—4g4-—%
JUVNAEFP —2-r007x22)k) ~N' —~7OENY LT, 52mg) %
BAUTL (138mg). 2— (AFINTI/) TH /=) (0040m) %N,N—
PAFIVEIALATIR (1ml) ICAFRLUEE TISEEBREL -, KISESYI”
KEMA, sooOf)bL—70/) 7 =)L (3/1) THMHLE., KB % mKkE
B hUDLTEEBRL, BETEEZBELTHESNARIE, T—F)L Tl
U. REDOLEMZE S51meg. [NZE98% TH/=.

'H-—NMR (CDCl;, 400MHz):60. 91 (t, J=7. 6Hz, 3H),
1. 45—1. 59 (m, 2H), 2. 05 (t, J=6. 8Hz, 2H), 2.
24 (s, 3W, 2. 51 (t, J=5. 1Hz, 2H), 2. 59 (t, J=
7. 1Hz, 2H), 3. 20 (dd, J=6. 8Hz, 12. 9Hz, 2H),
3. 57 (t, J=5. 4Hz, 2H), 3. 95 (s, 3H), 4. 22 (¢,
J=6. 3Hz, 2H), 5. 00—5. 08 (m, 1H), 6. 40 (d, J=
5. 1Hz, 1H), 6. 79 (s, 1H), 7. 03 (dd, J=2. 7Hz,
9. OHz, 1H), 7. 13 (d, J=2. THz, 1H), 7. 426 (s,
1H), 7. 433 (s, 1H), 8. 19 (d, J=9. 0Hz, 1H), 8. 4

0 (d, J=5. 4Hz, 1H)
BB ME (EST—-MS, m/ z):517 (M*+1)
Ki#l158 : N—[2—-r0d—-4— ({(6—-—AbF—7—[4— (1 H—1,
2, 3=PUTV=I—1—=A4)) ThFIN—4—-F/2Y)) FF) 7=
JWI—N' = 7oL 7

MUV —=)(041ml)., 1 -70F—-4—2r0o7%> (0.93ml). I 75 k
ZTFINT EZU L (10mg). BLUO3IMAKEELT b U™ AKEK (1ml) %
T h2 (10mD IZHEMEL, SOCTISKMBIE L7z, RINESWICKEMZ.
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ﬁDD$%AT%&btaﬁ%%%%*%%f#UﬁA?%ﬁb‘ﬁET@ﬁ&

BELTHLIESE, ZJOORVATEET 370N ST 4 —izL D
U, 9k (1 - (4—2roo7F)) —1H-1, 2, 3—hUTV—)L.
314mg) ZE1F7=,

FEft (N— {2-700-4—-[ (7—EROFL—6—AhFi—g—F
UN) AF217z=)V =N’ =708y L7, some) HREHY ™YL (13
smg). BEEDFEME (48mg) ENN—CAFLFIALFTIRE (Um 1) 125
fELSOCT MMM L7z, RINEEMIC/KEMZ, ZOokILA—TOs) —
IV (3/1) THH L., AEEZEKREST MU YATERL, RETEES
BERLTRSNILEZSE, 2008 AL | AY ) — )L CEBTSHHPLCIC L 0 5
WU, REOLEMEL2meg. NERIO% TET=.

'H—NMR (CDCl;, 400MHz):60. 96 (¢ J=7. 3Hz, 3H),
1. 54—-1. 65 (m, 2H), 1. 88—1. 98 (m, 2H), 2. 14—
2. 24 (m, 2H), 3. 26 (dd, J=6. 6Hz, 13. 2Hz 2H),
3. 99 (s, 83H), 4. 20 (t, J=5. 9Hz., 2H), 4. 55 (t,
J=7. 1Hz, 2H), 5. 00—5. 06 (m, 1H), 6. 46 (d, J=
5. 4Hz, 1H), 6. 80 (s, 1H), 7. 08 (dd, J=2. 7Hz,
9. OHz, 1H), 7. 19 (d, J=2. 7Hz, 1H), 7. 37 (s, 1
H), 7. 49 (s, 1H), 7. 68=7. 72 (m, 2H), 8. 26 (d,
J=9. OHz, 1H), 8. 47 (d, J=5. 1Hz, 1H)

BB #HfE (EST-MS, m z):525 (M*+1)

ERiFI159 :N— {2—r00—-4-[(6—ArF—7— {[5— (1 H—
1, 2, 3=hFUTZV=N—1—4)b) RFIIIAF) —4—F ) Y)) F
F17xcZ)V} =N’ — oIy L7

MUTYV—=)(04iml). 1 -T7OFE—-5—-r00XR>y> (1.0ml). II{LF
FZT7FNTEZDL (10mg). BRI MABELT B Y ™ LAKER (1ml)
27> (1omD ITHEMFL. 50CTISHRIIBRL =, RISIREMIC/KEMZ.
ZO0OFR)NLTHE L. FEEBZEKMESI NI VATERL, RETHEE*
BELTHESNEESZ, JO00hATRERE T2 70X MY 570 -0k 0
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L. FfE (1 - (5-2ooR>FI—-1H-1, 2, 3—FrUYFJS—).
390mg) ZEH/7z.

F#t (N— (2-2700-4—-[(7T-EROFL—6—ARFL—a4—F
DIV FF217z22)b =N’ —7OBEIo LY. some) KEHY LA (13
smeg). ALRDPEME (Simg) EN,N—ZAFIFIATIR (Im1) I0E
ELBOCT 3R LA, RINERGWIC/KZEZMA., ookl s— 7O/ —
b (3/1) THHLZx, BRELZEKRET N YATEEL. RETRES
BELTRONLZRSEZ, 700K A /| AY ) =)V TRETBHHPLCIZ L D&
HL., REOLE®MEIBmeg. [WER31% THEE,

'‘H—NMR (CDCl;, 4 00MHz):60. 92 (. J=7. 6Hz, 3H),
1. 47—1. 59 (m, 2H), 1. 85—2. 03 (m, 4H), 3. 21 (d
d, J=6. 6Hz, 13. 2Hz, 2H), 3. 94 (s, 3H), 4. 11 (t,
J=6. 3Hz, 2H), 4. 38 (t, J=7. 1Hz, 2H), 4. 86— 4.
94 (m, 1H), 6. 41 (d, J=5. 4Hz, 1H), 6. 71 (s, 1H),
7. 03 (dd, I=2. 4Hz, 9. OHz, 1H), 7. 14 (d, T=2.

7THz, 1H), 7. 31 (s, 1H), 7. 43 (s, 1H), 7. 51 (s,

1w, 7. 64 (s, 1H), 8. 20 (d, J=9. OHz, 1H), 8. 41
(d, J=5. 4Hz, 1H)

HESE (EST-MS, m/ z):539 (M"+1)

EHiFI160 N—-[2—-rOb—-4— ({7—(4— (1H—1—43I5U)L)
ThEdIN-6—-AbF—4-F/)U)l} FF) 7z )L]-N’ —7Oob)
ovr

125/ —)(680mg), 1 —7OF—-4—2r7007%> (0.93ml). Tk
STFNT EZT L (10mg). BEU3IMAELT b U™ AKEK (1m) %
TN (10mD) (ZIEREL. 50CTIsSRRIER Lz, RISRESWIT/KEML.
Zo00FR)NATHE L, AHREBEZEKEET N YLATERL, BETRGEZ
BELTESNEEKSIE, JOOKRINATRE TS O M ST 0 —ick D
BHU., #ffFE (1— (4—-270n07F)) —1H—A1 IV —)b. 756mg) %
7z
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FEEt (N— {(2-200-4—[ (7—bROF>—6—-—AbFi—g4—%
D) FF217xzz)V} =N’ —=7abi L7, 8omeg) REHYU YA (13
8meg). BRUAMROBRME (48mg) ZENN—CAFFIATIR (m 1)
KB LT T IR LZ. RISBSWIC/AEMA, Zook)Ls— 7O/
/=) (3/1) THHLU., AHRELEKREST U YATERL. WEFE
HelBELTHRONAEEKS R, 00kl As /A% /) — )L CREBT 3HPLCIC &
DHE-L., REDLEWE29mM g . NE28% TE,
'H—NMR (CDCIs, 4 00MHz):60. 96 (, J=7. 3Hz, 3H),
1. 54—-1. 65 (m, 2H), 1. 83—1. 95 (m, 2H), 1. 98—
2. 08 (m, 2H), 3. 25 (dd, J=6. 8Hz, 12. 7Hz, 2H),
4. 00 (s, 3H), 4. 10 (t, J=7. 1Hz, 2H), 4. 20 (t,
J=6. 1Hz, 2H), 5. 08—5. 16 (m, 1H), 6. 46 (d, J=
5. 1Hz, 1H), 6. 83 (s, 1H), 6. 97 (s, 1H), 7. 06 (s,
1H), 7. 08 (dd, =2. 9Hz, 9. 3Hz, 1H), 7. 18 (d, J
=2. 7THz, 1H), 7. 37 (s, 1H), 7. 49 (s, 1H), 7. 58
(s, 1H), 8. 26 (d, J=9. OHz, 1H), 8. 46 (d, J=5.
4Hz, 1H)
Ehifll16 1 :N— (2—-200—-4— {[[6—ArFI—T7— (4—EBYIJ)
AbFL) —4-FFV)Z)NFF) 7xZ)) —N' — (2, 4—3T)L
Fo7z=)V) U7 |
Bek (N' —{2-700-4—-[(7T—-kFOF>—6—-ARFi—g4—=F

TV AF 7o) =N — (2, 4-TINAnT ) YL
7. 80meg) REANYU UL (138mg). 4—2O0RAFIIEY DUERE (4
lmg) ZENN=ZAFIFRINATIR (Im 1) ICBEMUEIRTISK B L
Zo RIGIREWIIKRZMA, Z7OafRIbLA—70/8 /7 =) (3/1) THHEL-.
HREZEKRBE S M) ULTEREL, BETHREEEELTEONARSET
—TIITHEF L., REOLEWE50meg. INES2% THE/-,

'"H—NMR (CDCls, 4 00MHz): 64. 03 (s, 3H), 5. 46 (s,
2H), 7. 03-7. 11 (m, 1HW), 7. 28—7. 38 (m, 1H), 7.
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47(8,lm,7.50(d,l=5.9Hz,2H% 7. 56 (d, J=

2. THz, 1H), 7. 61 (s, 1H), 7. 95 (s, 1H), 8. 09 —8.
18 (m, 1H), 8. 19 (d, J=9. OHz, 1H), 8. 57 (s, 1H),
8. 63 (d, J=5. 9Hz, 2H), 8. 81 (s, 1H), 9. 30 (s,
1H)

KWEFI162 :N— (2—2700—-4— {[6—AFF—7— (2—FJLkKY
JIbFL) —4—-FF/V)NFFL) JxZ)) =N — (2, 4~
WAoz7zz=)) 9L 7

Bt (N' — {2-7/00—4—-[ (7T-EROFT—6—ARF—4—=F
FVUZN) AFIT7 )b} =N — (2, 4—-27)0A407x2=)L) &L
7. 100mg) BKEAVTL (857me). 1,2 - TOFEILY L (0085ml) %
N N=ZAFIUFRIVATIFR (m ) KEMRLUEETISERBRLE. Kt
BYNAREMA, yOoOfmilA—-7O0/8/ =)L (3/71) THHRLE., S&B%
FOKET MU LTHEL, BETERZEEL TESNAERIE2T—5FILT
L, FRF (N— (4— {[7T—- (2—JOEIZrFY) —6—RAXAbF—
4—FFJU)NFFT) —2-ro0a7c=)) =N — (2, 4—9)L
AOT7z2)V) ULT) ERF. PREE. mEHY T A (138mg). EILKRU >
(0.05mD) ZNN—ZAFINFINATIR (1m 1) ICEMRLEE TISERIRE
Lic. RIGIRE#HITRZEMA, 7 0aOd)bs—70/8) =)L (3/1) THH LI,
AHEZEKEE S P ULATEHRL, RETEREA2ZERL TEBONARIEY
OORNVL A ) =) TRETSHPLCICE DR L., ZEO{LSW#5Tme.
NER46% THR.,

'H—NMR (CDCls, 400MHz):62. 54—2. 63 (m, 4H), 2.
85—-2. 94 (m, 2H), 3. 66—-3. 73 (m, 4H), 3. 97 (s,
3H), 4. 25—-4. 32 (m, 2H), 6. 77—6. 88 (m, 2H), 7.
09 (s, 1HW), 7. 14 (dd, J=2. 7THz, 9. O0Hz, 1H), 7.
2567 (s, 1H), 7. 264 (s, 1H), 7. 44 (s, 1H), 7. 90
—7. 99 (m, 1H), 8. 22 (d, J=9. OHz, 1H), 8. 56 (s,

1H)
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HEOWE (EST—-MS, m/ z): 586 (M*+1)

EHEFI1 63 :N— (2—-200—-4— {[6—ARFI~7— (3—FJLkY
JT7ORFL) —4—FFVUDIAFI) Jx )W) =N — (2, 4—
A7z =)l) 97

B (N— (44— {[7T— (3—T7oE70RFY) —6—AbF—a4—=
FIZIMAFLY —2-r7007x2=)k) —N' — (2, 4—7)F07
=)V U7, s9meg) REAYD LA (857meg). EIFKYU S (0.043ml) #F
NN=ZAFIRINALATIF (Im1) KHEBLEETISEEBELE. REE
BYITKREMA, oo s—=7a)N /) —)b (3/1) THHEL?:. FlESE
KRBT DU D ATERL, BETESZEELESNABRI 2T -5 TK
L., REOLEWES53mg. K% THE-.

'"H—NMR (CDCl;, 400MHz):62. 06—2. 16 (m, 2H), 2.
43—2. 57 (m, 4H), 2. 56 (t, J=6. 8Hz, 2H), 3. 68
—3. 75 (m, 4H), 4. 03 (s, 3H), 4. 27 (t, ]=6. 6Hz,
2H), 6. 79—-6. 91 (m, 2H), 7. 14 (s, 1H), 7. 19 (dd,
J=2. THz, 9. OHz, 1H), 7. 28 (s, 1H), 7. 29 (d, J
=9. OHz, 1H), 7. 33 (s, 1H), 7. 49 (s, 1H), 8. 26 (d,
J=9. 0OHz, 1H), 8. 61 (s, 1H)
HE #E (EST-MS, m/ 2): 600 (M*'+1)
Eipll164  N—-[2—-2700~4— {(6—-—APFL—7—[3— (4—AF
WERS P /7) Taixi -4 —FF U)W FF) JoZ)]—N" — (2,
4-—rzlAozz=)V) I F

et (N— (4— {([7— (3—T7OE7O0RFL) —6—ArFI—4—-F
FUUZINAFS) —2—roavz=)l) —N° — (2, 4—-T7)FO7
T U7, s59meg) REEHAY UL (138mg). 1 —AFILERT T (0.
055ml) ZN,N—ZAFIVRIVAT IR (1m 1) ICEKLUEE TISkRIwEE L
oo RISIEESYITREMA, 7aoR)bhA—7a/8/ —)b (3/1) THIH LU=,
ARBEEKEE S N UATERL, BETHEEZ2EELTESNEREE L
—TIITHEEL., REO(LEWMESSM g, NERIS% TEHZ,
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'"H-—NMR (CDCl;, 4 00MHz):62. 01—2. 12 (m, 2H), 2.
23 (s, 3H), 2. 23—2. 80 (m, 8H), 2. 51 (t, =7. 1

Hz, 2H), 3. 97 (s, 3H), 4. 20 (t, J=7. 2Hz, 2H), 6.
73—6. 87 (m, 2H), 7. 13 (dd, J=2. 7THz, 9. 0Hz,
1H), 7. 24 (d, J=2. 7Hz, 1H), 7. 27 (s, 1H), 7. 3
0 (s, 1H), 7. 44 (s, 1H), 7. 91—8. 00 (m, 2H), 8. 2
1 (d, J=9. 0Hz, 1H), 8. 56 (s, 1H)

EMiFI165 :N—-{2-700-4—-[((7—={3-[(2—EROFLIFII)
(AFI)N) T 1788 FL} —6—ARFT—4-—FFJ/UJ) FF]7
=)l =N’ — (2, 4-7)Fg7z=)l) 7L 7

Bt (N— (4— {[7— (3—7OE7ORFS) —B6—ARF—4—-F

FUUINAFY —2—-ro07zZ)) —N'T — (2, 44— 7)FO7
x=)) LT, 59meg) KEAUDTL (138mg). 2— (ARMTEJ) T
& /—JV (0.040ml) ZN,N—ZAFILARIVATI R (im 1) ICHEELUEETI
SRFIE L7z, RIGIRSMIC/KEMA, 7Joar)va—7a/8/, =)V (3/1)
THIH L7z, AREBZEKEES M) ULATEREL., RETABEHEELTES
NEERESZT—TIVTHEH L, ZEDLEWEs58meg . [NE100% TE-.
'H—NMR (CDCls, 400MHz):62. 06—2. 16 (m, 2H), 2.
30(5,3m,2.57(t,J=5.le,ZH% 2. 65 (t, J=
6. 8Hz, 1H), 3. 63 (t, J=5. 4Hz, 2H), 4. 02 (s, 3
H), 4. 28 (t, J=6. 1Hz, 2H), 6. 79—-6. 91 (m, 2H),
7. 18 (dd, J=2. 7THz, 9. OHz, 1H), 7. 28 (d, I=2.
THz, 1H), 7. 37 (s, 1H), 7. 48 (s, 1H), 7. 96—8. 0
6 (m, 2H), 8. 26 (d, J=9. OHz, 1H), 8. 59 (s, 1H)
BESHE (EST—MS, m’ 2z): 588 (M*+1)

EhEGI1 66 N—[2—200—-4— ({(6—AbFT—7—[2— (4—AF
WERSDP /) T bFIN—-4-F U0} AF) 2= )]—N' — (2, 4
—C7lAor7z=)l) w7

et (N— (4— ([7— (2—-7OFZbFY) —6—RAXAbF—4—F/
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UhAF2}t —2-2r7p007x=)) —N' — (2, 4—-27)F4a7z=))

LT, 50mg) KEAUTL (138meg). 1 —AFILERSTTT (0.055m 1)
ENN—=VAFIIFNLATIEF (Im]) KAFLER TISEMBRLA. Kk
IREYNTKRZMA, ZoOFRIA—T0/%/ =) (3/1) THHE L~ SEE
ZEOKMERT MU UATERL, BETEHZ2EEL (EohEBI 2T —F)
TikiE L., KEDILEYE48meg . WERI3% THI=,

'H—NMR (CDCls, 400MH<z):62. 31 (s, 3H), 2. 40— 2.
75 (m, 8H), 2. 95 (t, J=6. 1Hz, 2H), 3. 99 (s, 3H),
4. 31 (t, J=5. 9Hz, 2H), 6. 48 (d, J=5. 1Hz, 1H),
6. 85—6. 96 (m, 3H), 7. 12 (dd, J=2. 7Hz, 9. OH
z, 1H), 7. 15 (s, 1H), 7. 22 (d, J=2. 7Hz, 1H), 7.
40 (s, 1H), 7. 47 (s, 1H), 7. 94—-8. 03 (m, 1mW, 8.
25 (d, J=9. OHz, 1H), 8. 49 (d, J=5. 1Hz, 1H)
EFL O 7 :N—{2—-2700-4—-[ (7= ({2—-[(2—EFKOFx>TF))
AFIV) TI/1TbF} =6 —AbFr—a—-F/YJI) FFI17 =)
—N' — (2, 4=>27)lz3or7xz=)) 7.7

E#f (N— (4— {([7— (2—7O0®LhrF) —6—ARFo—4—-F

DVAF) —2—-7007x2)k) =N’ — (2, 4—=27)F07x22)b)
T L7, s0meg) REAVU UL (138meg). 2= (AFINTI /) 5 /)
(0.040m 1) ZN,N—ZAFIHFINLTIEK (1m1) ITHEMLEE T8
#llc,. RIBBEWIT/KZMA, Z7OoodRibhs—70/87 =) (3/71) T
Bl AREZEKREST M) UL TERL, BETAELZEELTESNE
BEZEI—TIITHREL. XEO(LEWEI8Me. NRIT% THEI=,
'H-—NMR (CDCIs, 4 00MHz):62. 44 (s, 3H), 2. 71 (¢t,
J=4. 9Hz, 2H), 3. 02 (t, J=5. 6Hz, 4H), 3. 66 (t,
J=5. 1Hz, 2H), 3. 97 (s, 3H), 4. 27 (t, I=5. 6Hz,
2H), 6. 46 (d, J=5. 4Hz, 1H), 6. 80—6. 93 (m, 2H),
7. 11 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 19 (d, J]=2.
7Hz, 1H), 7. 45 (s, 1H), 7. 96—-8. 04 (m, 1H). 8.
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25 (d, J=9. OHz, 1H), 8. 48 (d, J=5. 1Hz, 1H)

#1168 : N— (2—2r0n0—4— {[6—ArF—7— (3—FJLKY
J7ORFL) —4—FUNFFT) 7)) =N’ = (2, 4—UT)
Fo7xz=)k) ULTF

FE#t (N— (4— {[7T— (3—7OF7O0RFY) —6—ArF>—4—-=F
JUIUNFAFL) —2—-ro07x=)) —N' — (2, 4—-27)Fo7r=
V) LT, somg) JgREAN U T A (138mg). EIEY T (0.044m 1) %N,
N=UAFIVFIATI R Uml) KEMFRLUERBTISHREEBRLA., KEERS
WNTKEMA, ZooOR)s—70/8/ =)y (3/1) THIHBLE, FHEEE
KEEEE T P U D ATERL, BETEHEEZZEL TEONARIEIT—FIL Tl
#L., ZEEDOILEMZE3I2M . NE64% THI=.
'H—NMR (CDCl;, 4 00MHz):62. 06—2. 16 (m, 2H), 2.
43—2. 51 (m, 4H), 2. 56 (t, J=7. 3Hz, 2H), 3. 68
—3. 74 (m, 4H), 4. 00 (s, 3H), 4. 25 (t, J=6. 6Hz,
2H), 6. 47 (d, J=5. 1Hz, 1H), 6. 84~6. 93 (m, 2H),
7. 06 (s, 1H), 7. 12 (dd, J=2. 7THz, 9. 0Hz, 1H),
7. 22 (d, J=2. 9Hz, 1H), 7. 42 (s, 1H), 7. 47 (s,
1H), 7. 95—8. 04 (m, 1H), 8. 25 (d, J=9. 0Hz, 1H),
8. 48 (d, J=5. 4Hz, 1H)
169 :N— (2—2r700—-4~ {[6—AbFI—7— (3—-FPUJ
ARFY) —4—F U FAF) Jz=Z)) =N’ — (2, 4—27)40
Jxz=)V) 97
N—{2—200—-4—[(7T—-kEROFT—6—ArFT—a—-F/1))
FF N7z N — (2, 4—-27)NFAO 7)) T 7T (55mg).
REH UL Bimg). 3—VFaU)roy REEEEE (22mg) &N, N—IX
%W$wA75F(1m)K@%bwﬂ%@ﬁ@ﬁ#btomET@ﬁé%E

TRONZESITEMREAKFZF MU D LKERENA. 70OV A THE
Ulze 700RNARBZEZEKEE S ) IATERL., BETAEBEZ2EXEL THE
SNERESZT—TILTHERF L., REOIL G %&30mg. INZF48% TH/=
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'H—NMR (CDCl;, 4 00MHz):64. 03 (s, 3H), 5. 31 (s,

2H), 6. 49 (d, J=5. 4Hz, 1H), 6. 77—6. 88 (m, 2H),
7.10—7.16 (m, 2H), 7. 31—~-7. 35 (m, 1H), 7. 48 (s,
1H), 7. 54 (s, 1H), 7. 86 (d, J=7. 8Hz, 1H), 7. 96
(s, 1H), 8. 03—8. 10 (m, 1H), 8. 32 (d, J=9. 0Hz,
1H), 8. 42 (s, 1H), 8. 49 (d, J=5. 4Hz, 1H), 8. 59
(d, J=3. 9Hz, 1H), 8. 77 (s, 1H)

EWBI1 70 N—{2—-r00—-4— ({6—ArFL—7—-12—(1H—1, 2,

3= hPUTV=N=1—=4)V) ThFI1—4—F/ Y} FF) Tx=)L]—
N' — (2, 4=ro)A0r7z=)l) YL 7

N-{2-2700-4—-[ (7T-bROF>—6—-AKF—4—-F/1U)L)
AFNT7zZI =N = (2, 4—=27)bF07x2Z)L) 7L7 (55mg).
BEAY DL Blmg). 2— (1H—-1, 2, 3—hUFYV—J)L—1—71J)L) T
FI 4—AF)—1=-RH¥RIkRF—k (B36mg) &N, N—IAFLk
NVATIE (Im) KERL. SOETIRMBMEL:, METFAREZEELTHE
SN SITRREEAKRZ T MU LKBKEMA, 700K ATHHELE,
700V ARBEEKREST DU T LTERL., BETBEHEZZEEL CELSN
BREZL—FITHRHE L, REOLEW Fd46mg. NERT72% TES=.
'H—NMR (CDCls, 4 00MHz):64. 02 (s, 3H), 4. 53 (d,
J=4. 9Hz, 2H), 4. 95 (d, J=5. 1Hz, 2H), 6. 47 (d,
J=5. 1Hz, 1H), 6. 83—-6. 92 (m, 2H), 7. 11 (dd, 7J
=2. THz, 9. OHz, 1H), 7. 16 (d, J=2. 7Hz, 1H), 7.
39 (s, 1H), 7. 52 (s, 1H), 7. 58 (s, 1H), 7. 70 (s,
1H), 7. 76 (s, 1H), 8. 00 (s, 1H), 8. 01—8. 07 (m,
1H), 8. 29 (d, J=9. OHz, 1H), 8. 49 (d, J]=5. 4Hz,
1 H)
K117 1  N— (2—-—AbF—4— {([6 —AbFI—7— (3—FIFKY
J7ORF) —4—-FFVUZIN] FF) 7)) =N —FOoILI L
7
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N—4—-[(7T—kbFROF>—-6—-—A+F—4—-FFVY)L) FF] -2
—AMFT Tz} N —7OaEINTLT (100meg). REHUIA (1
38mg). 1, 3—27JuE70/8> (56meg) N, N—ZAFIHENLT
TR (5ml) KHARLEETINMEBERLLE, BETAREZZEELEESNA
BIIKREMA, 700FKIVA/2-70/)8/—)V (4.71) THHLE., i
EBEEKWMET N VLATERL, BETHEEZEZXL (o sT—F
ITEH®HEL, N— (4— [7— (3—7oEJORFY) —6—ArFi—g-—
FFUUZN] AFT—2-AMF Tz} -N’ —7OCILILT7%5 3
mg. WE41%TH. N— (4—-{[6— (3-—ToESOfrF) —7—X
2 —4—-FFVUI] FF2) —-2-roorxz=)l} —N° —7OoE)
L7 (50meg). REAJUTL (60meg). N=AFILERST>Y (100
nwl) Z2N, N=ZAFIBRIVALATIER (Z2m) IKHBEHELUEIET] 6 B
L7z, BETHEHEZERIL THOSNZE S ITBuREAKET MU 7 LKERZ M
AZzOO0RIVALATHELUE. FEEEZEAKRE T N JLATERL. BETEE
ZEELTHEONLIRSEZ700FRI)N AL Ay /= )V TRBTH UL IV O
NS4 —ICKORBEL., ZREOLE®WE 2 2me. XER4 2 % TE=.
'‘H—NMR (CDC1ls, 400MHz):60. 97 (t, IJ=7. 6Hz,
3H), 1. 56—1. 60 (m, 2H), 2. 14 (br, 2H), 2. 50 (b
r, 4H), 2. 58 (br, 2H), 3. 23—3. 26 (m, 2H), 3. 74
(br, 4H), 3. 87 (s, 3H), 4. 04 (s, 3H), 4. 27—4. 3
1 (m, 2H), 4. 62—4. 64 (m, 1H), 6. 65 (s, 1H), 6. 7
9—-6. 85 (m, 2H), 7. 33 (s, 1H), 7. 53 (s, 1H), 8. 1
0 (d, J=8. 5Hz, 1H), 8. 62 (s, 1H)
HESHE (EST—MS, m 2): 526 (M* +1)
Eigl1 72  N— (2, 4=-7)4307xz=)b) =N’ — (2—X RFi —
4—{({6—AbF—T7T— (3=F)NHNV/TOBF) —4—-FF /Y )]
xS} 7)) LT

N— (2, 4=27)4A07xz=Z)y) =N’ —4— [(7—-kbEROFT—6—X
R4 —FFUDIN) AF] —2-AMFT7zZINULT (375m
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gl IREEHVUTL (442mg). 1, 3—T7OF70/8> (242mg) %

N, N=ZAFINHFINLTIF (5bm 1) ICHAMUEETIEEBERLA., BT
TEREZEBRLUICR/OSNALRSITKEZNI, BT FILTHELE. GSIRELE
KFEEE T U DLATHRL, RETAEZ2EEL TEONABI 2T —F )L Tk
L. N=— {4- [7— (3-TOE7ORFY) —6—AhFi—g—FF
VoW AF =2 -AbFT7xZ)) =N — (2, 4—-TI)0FO0T =
W) UL 7%2210mg. R4 5%THEE, N— (4— {[6— (3—7px7
ORFL) =T—RArF—4-FFUUJ]FF) —2—roo7z-oJb)
—N'" —=7oE)NTL7 (130mg). PUIFILTFTI> (0. 5ml). &I
FJ2 (0. 5ml) &N, N=PAFINFENALTIR (4ml) ICHBL=EE
T1 BMFRIMIFLAE, BETHEEEERL THONEIITEMREKREF R
DAKIBEEMA 7 OOR)VATHE L7z, BB 8B/KREEF U™ A T
L. BETAEZEEL THEONZBEI 2 700KV A AY /) —)LTRETS
PUATNIABI RIS T4 =L 0REL. XEBO/LEWES Img. NEK6
2% T/

'H-NMR (CDC1las, 400MHz):61. 97—2. 00 (m, 2H),
2. 39 (br, 4H), 2. 49-2. 51 (m, 2H), 3. 58—3. 60
(m, 4H), 3. 88 (s, 3H), 3. 98 (s, 3H), 4. 25 (t, J=
6. 3Hz, 2H), 4. 27—-4. 31 (m, 2H), 4. 62—4. 64 (m,
1H), 6. 84 (dd, J=2. 7THz, 8. 8Hz, 1H), 7. 03—7.
07 (m, 2H), 7. 28—7. 34 (m, 1H), 7. 38 (s, 1H), 7.
55 (s, 1H), 8. 11—-8. 17 (m, 2H), 8. 55 (s, 1H), 8.
74 (s, 1H), 9. 18 (s, 1H)

HESHE (ESI-MS, m z): 596 (M* +1)

EBI173 :N— (2—AbF—a4— {([6—AFF—7— (3—FJ)K
D/ 7808F2) —4—-F/Y)NFAF2) 7)) =N’ —7FOvFILyL7
FRt (N= {(4—-[ (7-EROF~6—-ArF—a—F ) U)l) FF3
—2—AbMFTxZI)V) =N’ —7a)Lu LT, someg) JREHUTA (1

38mg). 1,3 - 7OE70/8 (010ml) ENN—IAFILKRIVATI R
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(Im 1) KERLERTISHERELE, RIBBEWIIKEMA. ZOOH)L

LH=70/8/ =)y (3/1) THIHL~Z. BEELEKFEET NU ™Y A TEEL .
BETHEREEEREL THOSNZRSEI—F )L Tk L., HRIKEE~E, Bk,
REA VDL (138mg). EIVEU > (0.040ml) EN,N—TJAFILHRILATI K
(1m 1) ITEBUERTISHERBRLZ. RINESWIZKEMZ. ookl
L—=70/8/ =) (3/1) THHLZ. BEZEKKET MUY LA TERL.
METEREZEEL TROSNALERESZ2700RNL S AY )~ VTEETELY
ATNIOI ST T T4 —ICEDBERL. ZEOEWET74meg . NE71% TE
7o
'H—NMR (CDCls, 4 00MHz):60. 95 (, JI=7. 6Hz, 3H),
1. 82—1. 69 (m, 2H), 2. 06—2. 15 (m, 2H), 2. 43—
2. 49 (m, 4H), 2. 55 (t, J=7. 3Hz, 2H), 3. 23 (dd,
J=6. 1Hz, 12. 9Hz, 2H), 3. 67—3. 72 (m, 4H), 3.
81 (s, 3H), 4. 00 (s, 3H), 4. 24 (t, J=6. 8Hz, 2H),
6. 44 (d, J=5. 1Hz, 1H), 6. 68 (d, J=2. 4Hz, 1H),
6. 76 (dd, J=2. 4Hz, 8. 8Hz, 1H), 7. 40 (s, 1H),
7. 53 (s, 1H), 8. 12 (d, J=8. 8Hz., 1H), 8. 44 (d,
J=5. 1Hz, 1H)
EMiI1 74 :N= (2=ARFs—4— ([6=XPFP=—7~ (4—-LPUYZ
WALFY) —4-F/7VI)NFF} 72=)) =N’ —FObBiLILy
BEL (N= {4 (7T—EFOF>—6-AbF—a—F/JJl) FF]
—2—AbFFTZI)} =N —FOoENTL T, someg) gEEHUY LA (1
38mg). 4—70BAFILEY P UEEEE (48mg) EN,N— I A FILRIL A
ZRF (ml) CHERUEERTISHEBRL:-. RERESWIC/KEMA., 70O
OFRIAL-T0/8 )/ =) (3/1) THHLUZ., BB EXEEF N IAT
PR L. BETEHEZEL THRONEERESE, Y OOKRIVAS AY J—ILTE
Y HHPLCICK OB . REDOLEWEesme . NHET7% TEI=,
'H—NMR (CDCls, 4 00MH=z):60. 95 (¢, J=7. 3Hz, 3H),
1. 52—-1. 69 (m, 2H), 3. 24 (dd, J=7. 3Hz, 12. 9H
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z, 2H), 3. 82 (s, 3H), 4. 06 (s, 3H), 4. 63—4. 69

(m, 1H), 5. 32 (s, 2H), 6. 46 (d, J=5. 4Hz, 1H), 6.
68 (d, J=2. THz, 1H), 6. 77 (dd, J=2. 4Hz, 8. 5H
z, 1H), 7. 37 (s, 1H), 7. 42 (d, J=6. 1Hz, 2H), 7.
59 (s, 1H), 8. 14 (d, J=8. 5Hz, 1H), 8. 43 (d, J=
5.4Hz;1HL 8. 61 (d, J=6. 1Hz, 2H)

EHFIL 765 N—TFN—N' — (4= {[6—AbFI—7— (2—F)K
D/TZbF) —4—-F/YMAFL) -2, 5§ -AFIV T =JL) LT
Bt (N-ZF)NV—N" — {4—-[(7T—-bROFL—6—-—ArFi—4-F
JUN) FFI)-2, 5=V AFINT IV LT, 76meg) JREEHU A
(138mg). 1,2—270FL¥ > (0.085m1) ZN,N—IAFIJLRIAT I
F (m 1) KEFELERRTISHMBRLZ, RINESYIC/KEZMA., ook
Wi—=71/8/ =) (3/1) THIH Uz, BH#EZEKREET U ™7 L TR
U, BETHERZEELTHONIERIZL—FITHREL. FEEK (N— (4
—{[7— (2-70FZbhF2) -6 —AbF—4—-F/UNFF) — 2,
S—=IAFIINTZIV) =N’ —ZFIINDULT) 2587~ DEE. REEHU YA
(138mg). B > (0.044ml) ZN, N~ AFIHRILLTI K (1m1) i
B UERTISHHEBHE L, RREGMIC/KRZNAZOOKRIV AL —TO/N ) —
b (3/1) THHULZ, FHEZEKEES M) UL TESEL. BETHRES
BRELTRONIIZXSZ700FRINLSAY /) — )V TREET SHPLCIC & D g5
U, ZBEOLEME72meg. RE73% THI=,
'H—NMR (CDCls, 4 0 OMHz):61. 10 (¢, J=7. 3Hz, 3H),
2. 07 (s, 3H), 2. 16 (s, 3H), 2. 53—2. 59 (m, 4H),
2. 88 (t, J=5. 9Hz, 2H), 3. 20—3. 30 (m, 2H), 3.
66—-3. 71 (m, 4H), 3. 96 (s, 3H), 4. 26 (t, J=5. 9
Hz, 2H), 4. 783—4. 82 (m, 1H), 6. 16 (s, 1H), 6. 2
3 (d, J= 5. 4Hz, 1H), 6. 88 (s, 1H), 7. 35 (s, 1H),
7. 40 (s, 1H), 7. 50 (s, 1H), 8. 38 (d, J=5. 1Hz,
1 H)
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EMFI176 :N—[4— ({(6-—AFF—7—-(83— (4—AF)IERS))
TaRFIN—4-F VN FF) —2, 5—JAFINTL=Z)]-N' —F
OEILYLY '
BoRE (N— (4—[ (7T-EROFL—6—AhFr—4—FJ)l) FF
=2, §=VAFNT )} —N' —FOENTVLT. 80meg) jREEHUY

L (138meg). 1, 3—27O0E7O/8> (0.10m) ZEN,N— RXF )L A

TIF (Im]) CEFELUERTISHERARLZ, RISEEMIC/KEML, 70O
OFRNL—70/)N/ =)V (3/1) THIHLU -, BEBZEKEEF MUY LAT
HRL., BETHEHZEELTHEONREE, T—F)LTHEL. BEE (N
— - {[7- B-TOETORFY) —6—AMFT—a—FU)FF
PP =2, 5=PRAF)NTxz)V) =N’ —FObIILT) 2B, FREHE.
REAN UL (138mg)y 1 —AFIERT T (0.055ml) #N,N—RAF)L
FIVLTYIF (Im 1) ITERLUERTISHBBE L. REESWIZ/KENZ.
ryooR)bh =0/ =)V (3/1) THHLKZ, EHEZEEKEEFT N ™Y
LTEBL, BETARZERLTESNARESE, T—FIINTHREL., FED
& %E33meg. NE31% THE.

'‘H—NMR (CDCl;, 400MHz):60. 91 (t, J=7. 6Hz, 3H),
1. 50—1. 58 (m, 2H), 2. 07—2. 20 (m, 2H), 2. 12 (s,
3H), 2. 23 (s, 3H), 2. 28 (s, 3H), 2. 33—2. 70 (m,

10m,3.21(dd,J=7 3Hz,13.4Hz,2HL4.00(S,
3W), 4. 24 (t, J=6. 6Hz, 2H), 4. 64—4. 76 (m, 1H),
5. 95—6. 05 (m, 1H), 6. 27 (d, J= 5. 1Hz, 1H), 6.
95 (s, 1H), 7. 39—7. 43 (m, 2H), 7. 54 (s, 1H), 8.
42 (d, J=5. 1Hz, 1H)

HEs#HhE (ESIT~-MS, m z):536 (M*+1)

EMEIL 77 N— (2, 4=27)F307xz=)L) —N' —[4— ({6 —RA K
F—7—-[2— (1H—-1, 2, 3—hUZV—I)—1—Aa)L) TrF]1—4

—F U} FF) -2, 5= AFINTzZI)NTLT
FE#t (N— (2, 4—27)Fnrzz)l) =N’ — {(4—[(7—t RO
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=6 —AMF—A-F V) FF]-2, 5—TAFIN T} L
7. 93mg) xkEAUTL (138mg). 2— (1H—1, 2, 3—RUFJ—
N=1—=AN) TFN 4=RAFN—1-XRELANT+F—k (52mg) %
N, N=ZAFILHRIVAT IR (1m 1) ITHEMALSOCTHRSEBER L. KINE
EWTREMA, ZoabRiba—7o/)—)b (3/1) THIHLE., SKEL
BKGBEFT FUDATEHERL, BETRAEZEEL THONARI %, Yook
WL/ AT/ =)V TRHEATZHPLCIC L DBRL . HEDLAWE33me. IR
30% THI=.

'H—NMR (CDCl;, 4 00MHz):62. 10 (s, 3H), 2. 19 (s,
SH), 4. 01 (s, 3H), 4. 51 (t, J=4. 9Hz, 2H), 4. 9
3 (t, J=5. 4Hz, 2H), 4. 94 (s, 1H), 6. 28 (d, J=
5. 1Hz, 1H), 6. 75—6. 88 (m, 2H), 6. 90 (s, 1H), 7.
36 (s, 1H), 7. 58 (s, 1H), 7. 60 (s, 1H), 7. 73 (s,
1w, 7. 99 (s, 1H), 8. 08 (dd, J=9. 3Hz, 15. 1Hz 1
H), 8. 41 (d, J=5. 1Hz, 1H)

Egll1 78 :N' — (2—2r0oo0—4— {[6—AFFI—7— (2—FE)FK
D/IbhFY) —4—-FF /U )NAFL} Jx=)b) =N, N—ISAF)
7

BE(N' — {2-/00-4~[ (T-EROF>—6—AhF—4—F
FUZIN) AF)T IV =N, N=ZAF)I L7, 8ome) JREH Y
v (138mg). 1,22 T7OELY S (0.085m 1) EN,N—JAF LKL
TIF Qml) KEFRLERTISHEREL/-. RISESWIC/KkZNLZ, s O
ORI A—7a/8/7 =)k (3/1) THIHLZ. BREEZEKEEST N YLT
HkRL., BETEREZEELTEONARESZI—FILTHEL., FEE (N
- A= {[7- (2-T7EIIFY) —6-AbFI—4—-FFVU))F
F}t —2-7007x)b) =N, N=UXFI)ILIL7) &Ek, PEE. R
BeA ) D (138mg). EIVHFY > (0.043mD) ZNN—ZAFIIFEINLT IR (1
ml) CEBLULERTBREBRLE, RINESWIZ/KZNA., ookl s—T
/X =) (3/1) THH L. BHEZEKMEST N YA TERL, BT
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THEEZBERELTHOSNLESEI700KRKINA S AY ) — )L TRET AHPLCIC

LOBEHL, ZEOLEWENZme., WR72% TH~E.

'H—NMR (CDCl;, 400MHz):62. 58—2. 66 (m, 4H), 2.
90—2. 98 (m, 2H), 3. 08 (s, 6H), 3. 70—-3. 79 (m,
4H), 4. 02 (s, 3H), 4. 29—4. 37 (m, 2H), 6. 97 (s,
1H), 7. 15 (dd, J=2. 7THz, 9. OHz, 1H), 7. 24—7.
26 (m, 1H), 7. 29 (s, 1H), 7. 49 (s, 1H), 8. 36 (d,
J=9. 3Hz, 1H), 8. 60 (s, 1H)

HESHME (ESIT-MS, m/ z): 502 (M*™+1)

EMFI1 79 N — (2—2700-4— {[6—ARFI—T7— (4—F)Lik
D/ ThF) —4-FFJUI)FFL) TJxZ)) =N, N=TAF)ry
7

BE (N’ — {2—-200—-4—~[(7T—-EFOF>—6—-ArFT—4—=F
FTUUZIN) AF T ZIV) =N, N=DAFIIL T, 8omeg) HEEH )
U (138mg). 1,4 -2 T7O0FETSY (0.12ml) ENN—AFIHRILVAT
IR (iml) ICEMBLULERTISKRBRLE., RISESWIC/AKEMA., roo
R L—=78/)) =)y (3/1) THHELF. BB BKKET NY Y ATE
GL., BETEEZEEL THONLRSIZI—FITHE L. BEE (N° —
(4= {[7— (A=TOETrF) —6—-ArF—4—FFVY )+
Y} —2—=27007xZ)b) —N, N=JAFIL7LY) %5, hRE. &g
AT L (138mg) . EIARYZ (0.043ml) ZN,N—AFIHRILATIE (1
ml) ICEFELERT-BRERLL, RINESWIKEmMA., yO0Om)LL—7
O/8/ =)k (371) THIH L/, BHE=EKKEEF NI TATERL., RE
THEHEZBELTHEONERES 27 00KV AL S AY /) — ) TRET SHPLCIC
LOBHEL., BEOLEWEIIM g, [REF44% TET=,
'H-—NMR (CDCls, 4 00MHz):061. 67—1. 77 (m, 2H), 1.
93—2. 03 (m, 2H), 2. 39—2. 50 (m, 4H), 3. 67 (s,
6H), 3. 64—3. 75 (m, 4H), 4. 02 (s, 3H), 4. 21 (¢,
J=6. 6Hz, 2H), 6. 97 (s, 1H), 7. 16 (dd., J=2. 7H
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z, 9. 3Hz, 1H), 7. 26 (s, 1H), 7. 28 (s, 1H), 7. 2

9 (d, J=2. 7THz, 1H), 7. 48 (s, 1H), 8. 36 (d, J=9.
3Hz, 1H), 8. 59 (s, 1H)

EMEFI180 :N' — (2—2r00—4— {[6—ArFL—7— (4—PUY
WALFY) —4—-FFVDVZINFAFL) TxZ)k) =N, N=TXAFILL
7

FE#t (N’ —{2-700-4—-[(7T-kEROF>—6—-—ArF—4g4—=F
FUVZIV) AF)T7 )b =N, N=ZXFII LT, some) REEH U
v (138meg). 4 -7 0OOAXFIVEY JUEEE (49mg) EN,N— I AFJL
CORNVATI R (Im 1) IEMRLUSETISHEBRL . RIGESWIC/KEMR.
raOfR)bA—70/8/7—)b (3/1) THHUE., BB EKEESF U
LATHEEEL, BETEBEHZBEL TESNAZRS 27 00KV A S AY J—)UT
BT 2HPLCICE DREEL., ZREOLEWZE3Tme . NE60% TE=,
'H—NMR (CDCls, 4 00MHz):63. 07 (s, 6H), 4. 07 (s,
3H), 5. 32(5,2m,6.97(s,1HL 7. 15 (dd, T=2.
7"THz, 9. OHz, 1H), 7. 26 (s, 1H), 7. 29 (d, J=2. 7
Hz, 1H), 7. 41 (d, J=6. 1Hz, 1H), 7. 55 (s, 1H), 8.
37 (d, J=9. OHz, 1H), 8. 58 (s, 1H), 8. 63 (d, J=
6. 1Hz, 1H) |
HE##E (ESI—-MS, m/ 2z):480 (M*"+1)
EKigl181 : AF) 2— {[4— (3—roO—4— {[ (PAFIFI))
ANKRZINT IV T2 /)F) —6—ARFLr—7=FFVY)L1FF )
TESZ—F

Bk (N —{2—-/J00—-4—-[(7T—-kRO*F>—6—RAFF>—4-—F
FVUZI) FFIT IV} =N, N=URFIILT. some) JREEH
V.4 (138mg). TOEMEITIV (49mg) ZEN,N—ZRAFILFINLTIE (1
ml) IZEBUERTISKEERL 2. RISESWIC/KREMR., yOoOkibs —
7O/ =) (3/71) THHUZ. SHEEEKRET MUY ATEEL,
ETHEEZEELTESNEERETEZ27 000V A Ay /) —)VTREBEY 3HPLC




WO 00/43366 PCT/JP00/00255

- 160 -
WROFEHL, REOLEWE3TMme. [NFE0% TH,

'H—NMR (CDCl;, 400MHz):63. 07 (s, 6H), 3. 82 (s,
3H), 4. 06 (s, 3H), 4. 87 (s, 2H), 6. 97 (s, 1H), 7.
14 (dd, J=2. 7Hz, 9. OHz, 1H), 7. 18 (s, 1H), 7.
29 (d, J=2. 7THz, 1H), 7. 54 (s, 1H), 8. 36 (d, J=
9. OHz, 1H), 8. 60 (s, 1H)

EWEI182 :N' —[2—ron0—-—4— ({(6—AbF—7— 13— (4—2X
FNERS T /) TORFIN—4—FFJ/YZ)} FF) Jx=)L]-N. N
—CAFINT LT

Fe (N' — {2—200-4—~[ (7T—kbROF>—6—-RAXrFL—4-F
TV FFINT 2N =N, N=TJAFII L7, 400meg) REH
D7 (966meg), 1,3 — 7 OE7O/8> (0.51m 1) ZN,N—J AF)LE)
LAT7IF (5ml) IZEBLUERTISFHERBELZ. RINESWIIKkEMA., 7
OO A =70/ =) (3/1) THHLZ. BHEZ2EKEET MU T A
THEHBRL., BETEHEZEELTHRONARSEZI—FITHE L. FE (N
T 4= {7 (3-T7oEJORFL) —6—AMFT -4 -FF U=
WMAF) —2—-r0B7x2Z)k) =N, N=ZPAF)VTL7T) #398mg. X
R78% THI. PR Gimg). KEH D 7L (138mg). 1 —AFIIERFTD
> (0.055mD EN,N—-ZAFINFRINAT IR (m 1) ITHERHLEIR T18KH]
L. RIGEGEWMIIKREMA, 7oaR)baA—7a/%/ =) (3/1) THl
HU7c. BHRBEZHEKIET MY JATHEL., RETAEZEELTESNE
BMEZI—TITHEL. REO(LEME4mg. NE5% TH/-.
'H—NMR (CDCls, 40 0MHz):62. 06—2. 16 (m, 2H), 2.
29 (s, 3H), 2. 30—-2. 60 (m, 10H), 3. 07 (s, 6H), 4.
02 (s, 3H), 4. 25 (t, J=6. 8Hz, 2H), 6. 96 (s, 1H),
7. 15 (dd, J=2. THz, 9. OHz, 1H), 7. 29 (d, I=2.
7THz, 1H), 7. 30 (s, 1H), 7. 48 (s, 1H), 8. 36 (d,
J=9. OHz, 1H), 8. 59 (s, 1H)
EENHE (EST-MS, m/ z):529 (M*+1)
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EMFl1 83 :N' — {(2-ro0a—-4—[(7—{3—[ (22— ROF>TF
W) (AFI) T /1788RFL} —6—ARFL—a—-FF Y)Y FEF
7x=J)l} =N, N=ZAF)VTo L7

E#ft (N — {2—-JpoO0—-4—[(7—-bROFi—-6—-ArF—4—F
FVUZIN) FFL]T7 IV =N, N=ZAXAFI)LI LT, 400me) JREEH
JoL (966meg). 1,3 —7OETO/N> (0.51m 1) ZN,N—JAF LRI
A7 2R (5ml) IZEMBUERTISKEBELE, RINESWICAKEZNMA, &
ool —7a/8/7 =)V (3/1) THIIL/Z., A#BZEKEEET Y ™A
THEBEL, HETHEHEZEELTHSNRESZ LTIV THE L. FEE (N
- (4= {[7- (3-TOETORFL) ~6—AbFi—4-FFJ U=
WiFF) —2—-270807x2)) =N, N=ZAF)VI L T7) %398mg. X
R78% TH/Iz. FE (5img). HKEHAV VLA (138mg). 2— (AFIVTI /)
I /=)L 0.040mD) EZN,N—ZCAFIHFILAT IR (1m 1) ICHERLEER
TI8KFEI# I L7z, RINESWIT/KREMA, Zaar)bsA—7as/s8 /) —)b (3/
1) THHLULZ, FREZEKEES N DL TEHRL., BRETHEHEEEEL T
"oNEERSZ2T—FTILTHEL. XEOLEWEIOM g, WRT% TEH-.
'H—NMR (CDCls, 4 00MHz):62. 01—2. 11 (m, 2H), 2.
25 (s, 3W), 2. 52 (t, J=5. 1Hz, 2H), 2. 61 (t, J=
7. 1Hz, 2H), 3. 03 (s, 6H), 3. 57 (t, J=5. 1Hz, 2
HL3.98(S,3HL4.23(t,J=6.6Hz,2HL6.92(&
1H), 7. 10 (dd, J=2. 7Hz, 9. 3Hz, 1H), 7. 24 (d,
J=2. 7THz, 1H), 7. 31 (s, 1H), 7. 44 (s, 1H), 8. 3
1 (d, J=9. OHz, 1H), 8. 54 (s, 1H)
BE,MME (EST-MS, m/ z): 504 (M*+1)
EEF 184 N—(2—-=200—-4—-{[6—-A+LFZ—7—(3-—ERYZ/
Z7ORFI) —4—-FFVY)] AF) TJzZ)) =N —AF)I LT
N—{2—2spoo0—-4—-[(7T-bRoFi—-6-RArFr—4—-FFVJ=)l)
FF] 7z =N —AFITLT (2. 0g) BN, N—TAFIERIL
LZ72TRA(50m1) KHEML., FUT7xZIEAT74> (2. 8g), ERYZ
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J7a8 =) (0. 9g), STFNTUISHILEFLS—F (1. 9g) 25F

ol7c. 2RFBIZEIRTERBE, MY TJzZIIFX 740> (2. 8g). ERUYTY
Ta)/—I)b (0. 6g). PITFATVIHINRFIS—F (1. 9g) 2BV
AmML. 25121 OREZEETERLE. BRETHEEZ2EEL. Eoni-HEEx
20BNV L AL /= (20.71) TREATS > UAFNVZax TS T4
—ICKVFERL., REOLEHZE650meg. WNE2 5% THE=.
'‘H-NMR (DMSO~ds, 400MHz):61.37—1.43 (m, 2H),
1. 43—1. 53 (m, 4H), 1. 96—2. 00 (m, 2H), 2. 29—
2. 50 (m, 6H), 2. 68 (d, J=4. 6Hz, 3H), 3. 97 (s,
3H), 4. 23 (t, J=6. 3Hz, 2H), 6. 82—6. 85 (m, 1H),
7. 23 (dd, J=2. 7THz, 9. OHz, 1H), 7. 38 (s, 1H),
7. 47 (d, J=2. THz, 1H), 7. 54 (s, 1H), 8. 07 (s,
1H), 8. 17 (d, J=9. 0Hz, 1H), 8. 55 (s, 1H)
HBESHE (ESIT—-MS, m/ 2z): 500 (M*+ 1)
EWH 185 :N—(2—-2r080—-4—{[6 -ArFI -7 (3-ERYZ/
TaRF) —4-FFVYZI)] FF) JxZ)) N —IFIILT
N—{2—-/7pD0-4-[(7-kbROFZ—-6—-AbFI—4—-FF/U))
FF] 7z} —N' —IFNTLT (2. 7g) &N, N=IAF)E)
LA7IR(30m) KEMFL, NI TzZIHRAT74> (3. 6g). EXYT
)7anRI = (1. 28). PIFNTVSHNEELS—F (2. 4g) &
U7, 2EERZERTHR®R%Z, Moz kK272 (3. 6g). ERYT)
Ja)N/—I)b (0. 8g). PIFNTFTISIPHNRFIS—F (1. 9g) 2HUN
L. 5121 ORFEEIRTH®BLE, BRETEREEEL., Bon-RE%
sO0RIVL A =) (20/1) TRETZUAS LA RIS T4
—ICEDBHL, REOLEYWE 1. 5g. INHE42%THEE.
'H-NMR (DMSO~—ds, 400MHz):61. 08 (t, J=7. 0Hz,
3H), 1. 38—1. 41 (m, 2H), 1. 47—1. 53 (m, 4H), 1.
95—2. 00 (m, 2H), 2. 31—2. 46 (m, 6H), 3. 10— 3.
17 (m, 2H), 3. 97 (s, 3H), 4. 23 (t, J=6. 3Hz, 2H),
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6. 96 (t, J=5. 6Hz, 1H), 7. 23 (dd, J=2. 7Hz, 9.

OHz, 1H), 7. 37 (s, 1H), 7. 47 (d, J=2. 7Hz, 1H),
7. 54 (s, 1H), 8. 02 (s, 1H), 8. 19 (d, J=9. 3Hz,
1H), 8. 55 (s, 1H)

HESHE (EST-MS, m/ z): 514 (M*+1)

EMEFI1 86 : N— (2—-700-4—{[6—ArFI—7— (4—FPYIJR

b)) —4—-F7UN] AF) JxZ)b) —N' — (2, 4a—Uo)407

r=J) ULy

N-{2-700-4- [(7T—-bROFT—6—-—ArFT—4—-—FY)L) +
F] 7z =N’ — (2, 4-27)407xz=)) 9LF (55meg),
READUDTL (62mg), 4— (ZOOAF)) VU HEEEE (22mg) %
N, N=ZAFIVIHRIVAT IR (1ml) ITHEHFELSOCT 1IRFEIBmELL -, i
ETEREZEBEL THONERIITHEMERE/KREF MY Y LkEKZMA., 2O
OFRINLTHELZZ. AEEZEKFEEF N DLATERL. METFTES 28X
LTRONZERIZT—FIL Tk L. ZEO(LEWE35mg. NR55%T
2= YA
'H-—NMR (DMSO, 400MHz):3. 98 (s, 3H), 5. 41 (s,
2H), 6. 56 (d, J=5. 1Hz, 1H), 7. 04—7. 10 (m, 1H),
7.25—-7.37(m, 2H), 7. 47 (s, 1H), 7. 49—~7. 52 (m,
4H), 7. 55 (s, 1H), 8. 08—8. 15 (m, 1H), 8. 24 (d,
J=9. OHz, 1H), 8. 49 (d, J=5. 4Hz, 1H), 8. 60—8.
63 (m, 1H), 8. 81—-8. 83 (m, 1H), 9. 30—9. 31 (m,
1 HD
HESHE (ESI-MS, m 2z): 563 (M*+1)

EHEH IR EMOEBIITRICREINZEBUTH 5,
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EEHFEBE ] VEGFRIEICEZ2MENEMIEAOMAP KDERILIIHTS
FHEBEDBIE

E MNEHBRIRMEANRMEE (VOXRT4 VX I0DEA) 135 %BREEHZ 1>
FaR—F—HICBVWTEGM— 2# (FOXFT 4 I XL 0BA) T5 0~
T0%2TNIT U RNERDETEEL., RIFEHTIGC IV ILEFES L — MZE
Uxbl. 5X10METHEELE. 37TCTIBRERL-1%. BEH%20. 5%
URFMEEZSUCEBM— 28l (JOXT 4 VAL DBA) IZ38H;L 2 4
REfIEE L, PAFINZIIEKRF S RICBEH I B AERMBE &7 oILicE ML
T37CTEIZIREZEELE. £ MBI AN EANREBEEF (BT, VE
GF EBET) 2R KBENS50ng./ml &35 mL, 3 7°CT 847,
Mg ZRB L7z, SilzREU#iaz ) CEBEHLEEAEK (DH7. 4) Tk
L% B EEER (1%TritonX100., 2mMAIL ENFDILER
FhRUTA, ImMIFLIPTIVABE2 TN DLZED N AiBEERE
BEK (pH7. 4)) Z10n 1EIMLAEZ. 4CT1ERREL THizZ TR
L. FOBRICIBSDOVIIVEEF NUDTLZEU N ABHELEREKEEE
mWMLEBEELRZ, ZOBK21 | ZPVDF 74y —IZ Ry 7Oy bT
H5IETHREFEZIR.ZDOT4NF—IZDWWTHFOI U E{EMA P K& (E
—(bLEERRIHKASHIOBA) ZHWEA L/  TOy T g 2 T&F>7~,

D ELSNIEMAPKEZT > M A4 —TERL. BBRWEIEEETT
DVEGFHEMZIELDU VE{EMAPKE®2100%. #BRYWEBIUVEGTEF
EGEETTO) VEIEMAPKEZRZ0%E LT, #BRMEEEFTOU VEEEM
APKERZEZRD, ZOU VEIEMAPKRIZEIDODMAPRKDOFEMLZES 0 %MHE
ETIOICHEREBRMEOBE (1C) 28HLE.

BRIIRLICRENDSEBOTH- 7.
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#1

&Y 1C5, (nM) L& | 1, L&t 1C;, (nM)
I 1.8 45 2.0 85 0.7
4 2.1 46 4,3 86 0.6
5 2.9 47 4.0 87 58. 0
7 5. 2 48 0.5 89 45.0
8 11. 0 49 4.3 90 42.0
9 5.1 50 0.5 92 46. 0
10 7.8 52 4 4 93 14.0
11 15.0 53 5.9 94 1.8
13 2.2 54 0.5 95 2.7
14 0.7 55 2.8 96 <1
16 2.9 56 5.1 97 518.0
17 11.0 57 6.5 98 450. 0
18 0.6 58 5.1 99 8 8
19 0.6 59 5.8 100 5. 2
20 8.5 62 16.0 102 150. 0
21 3.4 63 70.0 103 53.0
22 0. 4 64 42.0 104 5.3
23 5. 4 65 36.0 105 2.3
24 0.6 66 21. 0 106 <1
25 3.9 67 345. 0 107 10. 2
26 5.3 68 45. 0
28 4.0 69 67.0
29 4.4 70 6.8
30 .7 71 750. 0
31 2.5 72 3.9
32 7.3 73 <2
33 3.5 74 6. 0
34 4.2 75 [.2
35 3.7 76 8.0
36 3.3 T 71. 0
37 2.3 78 4. 1
40 12.0 79 30. 0
41 4.9 80 13.0
42 59 82 3.8
43 3.8 83 >1000
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HEHRG2 - ELISAEEAWVWSKDRY B BERESEORAIE

ErKDRZEZRS>A72 233> LENIHST 3 #ifd(Sawano A et al., Cel
1 Growth & Differentation, 7, 213-221(1996), "Flt-1 but not KDR/FIk-1 tyrosine kinase

is a receptor for placenta growth factor, which is related to vascular encothelial growt
h factor")%& 5 BIRBEA A A > FaX—FRITBWTL 0% BFMEEZSEHD
MEME# (GIBCO BRL#HXEDBA) T50~70%a>T7II2hE
IREETHEEL. NEBLAMEZREAEHTIS ¥4 713—-1r96Y
WEETL—MZ1.5x 10/ we | 1 £ER2EDICHBEL 3 7CT 1 Haks
EBlZ. 0. 1%V BFOHFEEZEDDMEMBHICHL, I AF)LZ)LRF
YRCEBS U EBYEES Y o ILICHEML T3 7 CTEIC | BEREE L7,
bt MBARMENKEEET (LT, VEGFEKT) #BKEEN100nN
g/ ml ERRBEIITHML. 3 7CT2oMMMEREEL =, SEHarkE LM
fazy CERREEEAREK (DH7. 4) TH®H%, TUEEER (20mM H
EPES (pH7. 4), 150mM NaCl, 0. 2%TritonX—10
0. 10%Glycerol, 5mM ANENFZIEFFIYA, 5mMIF
LTI ABBE2FT M TA 2mM NasP.O7) 250 u 1ML, 4
CT2KRMEIRE L THREMBEKRZHIYL =,

ELISARARTI07b—F (Maxisorp; NUNCHIDEA) I
Sug/mldDFiphospho—~tyrosineditk (PY20;Tran
sduction Laborafories&&@ﬁﬂ)%ﬁ@U?@%@E
HEfEk (pH7. 4) 2504 I MAT, 4CT1HREELEMELETS /-,
TL—bhEEBRLEE, TOvFC % E300x | BEIMUEET 2BME%EL
T Oy F7&2iTo/k. . LEOMBEMEKEZLBB L 4CT1BREE
L7z, #Eip. FIKDRAUE (D20 — I DBA) 258 1 BERES
B SSHIHEPE. SNFF S —FEHELZATIE ] gbitk (T v o2t
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